Volume 19 February, 1961 Number 2 


THE INFLUENCE OF NASAL ANATOMICAL ABNORMALITIES 
ON THE ALLERGIC REACTION 


KENNETH H. HINDERER, M.D. 


A REVIEW of the literature concerning the different theories of nasal 
and upper respiratory system allergies has revealed no reference to the 
influence of structural pathology of the nose on allergic-like signs and 
symptoms. The following references were the only ones made regarding 
allergy with bizarre clinical findings: Minor allergy was described by 
Vaughn.’ Alexander? discussed an allergic syndrome in the absence of 
allergens. Fox et al* described border-line allergy and its relationship 
to hyperplastic diseases of the respiratory tract. Fox stated that a great deal 
has been written concerning the character of the elements of the mucosal 
discharge in allergic patients, particularly the eosinophils and polymorphonu- 
clear leukocytes, as a means of differentiating the allergic from the non- 
allergic patients. Fox’s conclusions may be summarized as follows: 


: 


1. The difficulties in properly evaluating the symptoms and pathologic 
changes of hyperplastic disease of the respiratory tract caused the borderline 
conditions to be falsely grouped in classifications which belie their allergic 
nature. 

2. Neither the texture nor color of the tissue or the character of the 
exudate gives any hint of the allergic nature of the borderline conditions 
since pallor, edema, and eosinophilia are usually not present. 

3. Borderline allergy of the respiratory tract is diagnosed by findings 
of gross hyperplastic changes in a person with a history of allergy or in 
whose family carries a history of allergy and in whom a foreign protein 
survey reveals positive sensitivity to particular allergens. 


Presented in part at the sixteenth annual Graduate Instructional Course in Allergy 
of The American College of Allergists, Miami Beach, Florida, February 28, 1960. 

Dr. Hinderer is Clinical Assistant Professor, Department of Rhinolaryngology, Uni- 
versity of Pittsburgh Medical School. 
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4. There is excellent evidence in many cases of allergic nature of the 
following diseases when found in persons with hyperplasia: (a) chronic 
intermittent nasal obstruction; (b) chronic lymphoid pharyngitis; (c) fre- 
quent colds; (d) recurrent acute laryngitis, pachydermia laryngitis, singer’s 
nodes, and papillomas; (e) chronic purulent discharge from the nose in 
children; (f) tubal tympanic catarrh. 


Fig. 1. (A) Skull of Caucasian (white man). (B 
Skull of African (Negro man). 


Recently, I presented a thesis on a common type of nasal deformity, “The 
Wide Nose,’’* and it is my belief, based on studies of the common nasal 
deformities, that the chain of symptoms presented in this paper coincide 
with those described above as borderline allergy. These patients also pre- 
sented positive sensitivity to the stronger protein dilutions. In many cases 
the symptoms improved following corrective functional nasal surgery. Of 
course, these patients are evaluated from the allergic angle before con- 
sidering surgery. 


EVALUATION OF THE NASAL DEFORMITY 


Topinard,® in 1878, described the “anthropological nasal index” and 
indicated the difference between the height of the nose and the width of 
the nasal aperture of the different races of mankind. The accompanying 
illustrations indicate the ratio in the skull between the height and width 
of a white person and that of a Negro (Fig. 1). Topinard sets forth his 
measurements as follows: 

The index is determined by sow 


Width of the Nasal Aperture x 100 


Height of the nose (length) 


Later the cephalmetric nasal index which determined the height of the 
nose and the width of the lobule was presented. However, this index has 
no practical clinical value. In 1952, Cottle® drew attention to the applica- 
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tion of the nasal index to the living and set up the normal indexes for the 
different races. This he called the “clinical nasal index.” Williams,’ in 1956, 
made a careful study of the application of these indices, aid compared the 
normal anatomical and clinical findings in the Caucasoid and the Negroid 


Fig. 3. Frontal and base view of typical Negroid type. 


races. He found that not only was there a difference between the external 
noses of these races, but there also was a difference between the internal 
nasal structures. Figure 2 and Figure 3 indicate the normal external nose 
of the white person and the Negro individua!. Note that the soft tissues in 
conforming to the contour of the underlying bone (Fig. 1) assumes a pro- 
jection or flatness of the nose and nasal tip depending on the ethnic origin 
of that particular individual. The Caucasian race has a projecting tip with 
vertical elliptical nostrils, while the Negroid race has a flat broad lobule 
with round or oval nostrils. An index was needed whereby the tip, or 
lobule could be measured and be used to determine the ethnic origin of the 
individual in keeping with the clinical nasal index. 

Such an index was worked out and presented by Cottle* w hich he called 
the “tip index” (Fig. 4C). 


Width at the level of apex of nostril x 100 


Width at widest expansion of the alae 


The measurements as determined in normal cases in the two races are: 


Caucasoid Negroid 
Nasal Index 61 or below 65 or above Ai gh: 
Tip Index 60 to 75 80 and above rad 
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NASAL ANATOMICAL ABNORMALITIES—HINDERER 
As indicated previously, there is a difference between the internal nose of the 
Caucasoid and the Negroid races. The interior of the Negro nose is wider 
and the turbinates are lower in position and larger showing an intumescence 
and bogginess simulating an allergic-like mucus membrane. The flow of air 


Fig. 4. Drawing to indicate method of measuring: 
(A) The anthropological nasal index, (B) The 
clinical nasal index, (C) The tip index. 


is controlled by the turbinates. In the white man’s nose, sicily. the air 
currents are controlled by the nasal valve, and not so much by the turbinates. 
One can say that the white man’s nose is more adaptable for cooler climates, 
while the Negro’s nose is more adaptable for tropical temperatures. How- 
ever, either Negroid or Caucasoid, if not altered by injury, will adapt to all 
types of climates. 

Normally, the wide nose is found in the Negro and the small child. The 
bridge is flat and wide, the lobule is broad, the base of the nose is wide 
and the nostrils are round or oval. Also the internal nose is wide, and there 
is a normal proportion between the external and internal nose. However, 
the pathological wide nose is the injured white man’s nose, often injured 
in childhood and affected by growth factors. Figure 5 indicates the 
mechanism of widening of the white man’s nose from injury, results of i 
infection and influenced by growth factors. The external nose is wide and 
simulates the description of the normal Negro’s nose. At the same time = 
there has been very little change in the interior of the nose, giving a dis- _ 
proportion between the external and internal nose. This disproportion 
creates symptoms not often considered with a nasal deformity. With the 
external nose of the white individual simulating that of a Negro person, 
there is loss of control of the airway. There is no resistance to the air 
currents, therefore too much air enters the internal nose, causing crusting. 
‘ areas of hypertrophy, and areas of atrophy. The interior of the nose 

- eventually becomes wider in keeping with the external nose. 
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Both the nasal index and tip index may be higher than normal (Fig. 6), 
"4 while on the other hand the nasal index may be normal but the tip index — 
_ may be high as shown in Figure 7A. Figures 7B and C indicate the atrophy, 
4 hypertrophy, dryness and crusting of the mucosa of the nasal septum. This q : 


Fig. 5. (A) Drawing showing mechanism of widening of the nose from injuries 
and infections with subsequent scarring. Note change from typical white to colored 
individual’s nose. (B) and (C) Typical pathological wide nose with symptoms of 
borderline allergy. 


tip index. Severe sensitivity to dusts, molds and pollen 


Fig. 6. A. J. Early nasal injury. High nasal len ; 
with minimal relief to therapy. 


Case presents all of the clinical findings associated with this disproportion — 
as between the different portions of the nose. 
_ The symptoms that occurred consistently in the series of cases of the — 
_ pathological wide nose can be listed as: 


Crusting with occasional nose bleed. 

Stuffiness of the nose even in the presence of wide nostrils and internal nose 
from nasal atrophy. 

Changes in ability to smell. 

Indefinite facial pains with or without sinusitis. 
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. Headaches, localized or generalized. 
Post-nasal discharnge—varying from mucoid to thick crusts. 
Chronic recurrent sore throats. . 
Recurrent stuffy ears and/or discharging ears. — 
Chronic persistent cough. 
Chronic tracheobronchitis. 


Fig. 7. M. A. Early nasal injury. Normal nasal index. High tip index. Dryness, 
_ crusting, with bleeding. Headaches. Symptoms corrected by operation, — 


Fig. 8. B. K. Wide nose with symptoms of nasal allergy. 
Relieved by “cotton in nose test.” 


These findings compare fairly consistently with those presented under 
borderline allergy. 

As an indication of whether a nasal deformity may be causing the allergic- 
like symptoms, the “cotton in the nose test” is of great value (Fig. 8). A 
small tuft of long-fiber cotton, lambs wool, or a small square of cleansing 
tissue the size of a postage stamp can be rolled up and placed in the 
vestibule just below the dome of the lobular cartilage. 

The diagnosis of allergy of the upper respiratory tract in cases of nasal 
abnormalities is difficult to make. The possibility of hypertrophic tissues of 
the nose with nasal discharge simulating an allergic reaction requires con- 


siderable thought and investigation. 7 
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DIAGNOSTIC CONSIDERATIONS 


The diagnosis of basic nasal dysfunction is frequently difficult to make. 
There are so many associated local and general medical conditions. The 
use of a simple method to evaluate the diagnosis of nasal dysfunction is of 
great value. Cottle,® in 1953, suggested the five vowels be used as a device 
to aid in the diagnoses. 

This outline will indicate the overlapping of many medical complaints 
associated with disturbances of the upper respiratory tract. This will also 
serve to clarify why there is so much difference of opinion in the theoretical 


2 
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considerations of this tract. 


A stands for Allergy i”; 
Accessory nasal sinuses ~ 
Atmosphere 
Adenoids 
Atrophy 
Autonomic dysfunction 


E stands for Emotion 
Endocrines 
Exhaustion 
Environment 
stands for Infection 
Inflammation 
Injuries 
O stands for Obstructions 
besity 
Open nostril 
U__ stands for The total personality 
Metabolic problems 
Habits of eating, drinking, smoking and sleeping 
The emotional environment of home, work, play, family 


conflicts 
Fi 


THE ALLERGIC LOAD 


The concept of the allergic load as presented by Anderson’? is a common 
sense approach to understanding the problems of diagnosis of the allergic 
_ patient. It can be used as a simple way of explanation for better under- 
_ standing of their medical condition, Most patients have the impression 
that allergy is a mysterious disease that not even the medical profession 
understands. The allergic load can be defined as the sum total of factors 
which play a part in the production or modification of symptoms in the 
allergic patient. The specific or exciting factor may be dust or pollen, 
but there may be secondary or contributory factors such as irritating fumes, 
infections, fatigue, excessive smoking, coffee, alcohol, endocrine dysfunctions, 
influence of the sex hormones, pregnancy, weather, climate and psycho- 
somatic influences. 


DIAGNOSTIC CONSIDERATIONS 
It is clear from the review of the literature in allergy that diagnosis must 
war 
be based on: 
1. A thorough history with careful observation of the patient. — oA 
2. Examination of the nasal secretions for eosinophils. Leo 
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rae 
3. Rhinoscopic examination as well as general examination. 
4. Roentgenologic examination. 


5. Skin testing. 


1. History —Clinical allergy is a complex problem. Each patient must 
be studied individually, hence a thorough history is important. However, 
obtaining an adequate history would be too time-consuming for a busy 
practitioner. A method by which a large amount of specific material can be 
obtained with a minimum amount of time and effort should be used. There 
are a number of such questionnaires available. Anderson and Rubin’? have 
compiled an excellent one modelled after the Cornell Medical Index Health 
Questionnaire. Many points are stressed that may be overlooked in routine 
questioning. A few highlights that are brought out are: Headaches, diffuse 
or limited to a certain area, time and duration; obstruction, temporary or 
constant; loss of taste or smell; post-nasal discharge—character of discharge; 
crusting; nasal voice; baggy eyes, desire to constantly clear throat or nose; 
sneezing, or itching of nose. All these indicate that an allergic element must 
be suspected. 


Most patients who come to the rhinologist have had a diagnosis of 
“sinus,” hence the history is extremely important in the differential diag- 
nosis. A gradual onset may mean a slow development of hypersensitivity. 
An acute onset may mean a sinus infection. A chronic nasal condition which 
dates directly and positively from a severe respiratory infection, extraction 
of an upper tooth, diving, or trauma to the face, is almost certainly an 
infection. On the other hand, one which begins after a change in environ- 
ment or season, or perhaps is accompanied by food intolerances, skin diseases, 
or asthma, and a condition that has been present ‘as long as I can remem- 
ber,” usually has an allergic or vasomotor disturbance. It is conceded by 
many writers that at least 75 per cent of patients who appear with nasal 
complaints are allergic. Patients who complain of frequent colds should be 
questioned carefully. 


2. Examination of the Nasal Secretions—The most common conditions 
encountered in daily practice are those which concern infection, allergy, 
or a combination of both. The character of the discharge must be noted. 
Foul smelling pus suggests an antrum infection, although at times pure 
yellow discharge may be loaded with eosinophils. Time of year is important. 
The clinical diagnosis can never be definitive without cytologic examination. 
In uncomplicated allergy, the cytologic picture is that of essentially a pure 
eosinophilia. The infections are characterized by a neutrophilia. In allergy, 
with complicating infection, the cytologic picture is that of mixed eosino- 
philia and neutrophilia. 


3. The Rhinoscopic Examination.—Examination of base of nose without 
speculum should include inspection of the base of the nose, the general 
contour, the deformities, skin irritations or lesions, the presence of nasal , 
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secretions, and with retraction, the presence of subluxation of the caudal end 
the septum. » 
i _ Examination of the base of the nose with speculum. Look for secretions, 
color of membranes, deviation of nasal septum, presence of an external 

_ nasal deformity and its relation to the nasal septum, polyps; and watch ; 

_ particularly in the broad flat nose, with wide nostrils as previously described, q _ : 

_ for allergic symptoms but negative allergic findings. er 


4. Roentgenologic Examination.—X-ray studies should be done in all _ 
cases where indicated. X-ray examination can be helpful, yet confusing on 
occasion. Presence of a unilateral opaque maxillary sinus and probable a 
associated involvement of the ethmoids and frontal sinus on that side is » 
characteristic of an infection. Dental infection on the involved side is | 
characteristic of a definite sinusitus. Diffuse thickening of the mucosa _ 
bilaterally which may vary in thickness from exposure is definitely suggestive — 
of allergy. Installation of radiopaque solutions either by direct injection or 


by Proetz displacement method is invaluable in x-ray interpretation. 
4 


5. Skin Testing—Undue emphasis has frequently been placed on the — 
use of skin tests in the diagnosis of allergic diseases. While their importance , 
cannot be minimized, it must be remembered that a complete detailed = 
history is of first importance. Tuft'! states that skin tests are of great value _ 
in diagnoses, but pointed out that, as in any other laboratory tests, the 
results must be correlated with the history and other clinical findings before — 
_an accurate diagnosis is possible. 


SUMMARY 


A review of the literature on the subject of allergy indicates there is _ 
no reference to the structural pathology of the nose to allergic-like signs — 


and symptoms. 


be responsible for failure of treatment of allergy of the upper respiratory — 


The allergist should be aware that certain types of nasal deformities may — 
tract. 


Types of deformities of the nose, especially the broad flat nose, a 


as the wide nose or saddle nose, may present allergic-like symptoms which . 

_ do not respond to the conventional treatment. Conservative treatment is _ 

a not too successful and corrective surgery should be considered in these cases. _ 
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THE COMMONEST ERROR 


Immense logical skill and a remarkable sense of proportion is re- 
quired to determine the type and extent of the relation between the 
hypothesis being tested and the data which result from the tests. The 
commonest error in this regard is to suppose that, because a conclusion 
has been reached from certain data, it must necessarily follow from 
_ those data and, moreover, be the only conclusion that could be so 
reached. It often happens that an investigator will suppose that be- 


clusions must for that reason be incontrovertible, and that to question 
_ them would be the same as questioning the data themselves. This is 
_ only too often far from the case. For before it is fair to regard the 
_ conclusions as being as sound as the data, they would have to be shown 
to be the only conclusions that could be come by as the result of 
examining the data. And how often is this so? Most conclusions are 
the results of inductions from data, and since when are inductions 
logically necessary? The only inductions which can be said to be 
_ necessary are those made from total collections of data, not ever those 
made from samples; but such inductions are indistinguishable from 
deductions. Inductions made from sample collections of data are 
never more than statistically probable-—James K. FEerLEeMan, “Test- 
ing Hypotheses by Experiment,” Perspectives in Biology and Medicine, 
4:117, Autumn, 1960. 
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The “Double-Blind, Double-Cross” Technique 


_— A. ST. JOHN, M.D., NORMAN SHURE, M.D. 
Los Angeles, California 


and 


HARVEY E. GAYNES, M.D. 
; Van Nuys, California 
.- 


HE STEPS leading to the production of overt symptoms of allergic 
disease are: (1) primary contact with the antigen, (2) subsequent formation 
of specific allergic antibodies as a result of such exposure, (3) fixation and 
storage of these antibodies in the shock tissues, (4) re-exposure to the 
specific antigen for which the antibodies have been produced and stored, 
(5) antigen-antibody union with the liberation of histamine, serotonin and 
other chemicals, (6) the effect of these liberated chemicals on the glandular, a 
vascular, and muscular tissues with symptom production.* 

Treatment of allergic disease, therefore, is directed at any, or preferably 
all of these steps. Treatment directed at items one through four is clearly 
prophylactic therapy and includes avoidance as well as specific allergic 
desensitization. This is obviously the most desirable form of nee: When 


Certainly, the most widely used haaiers procedure is that of ssn. 
matic management. It is used by patients who have not received prophy- 
lactic care aside from obvious avoidance. Even patients who are under 
excellent allergic management often require some measure of this type of 
treatment under varied circumstances and during certain periods of the year. 
Symptomatic treatment may be directed at neutralization of the histamine 
which has been released in the shock tissue. In addition, other medication 
can be used to reverse the pathological physiology that has already occurred 
in the tissues. 


Antihistamines are widely used for neutralization of histamine and other — 
chemicals released during the allergic reaction. When these are not effective, 
the most common group of drugs used are the sympathomimetics. This — 
group constricts the superficial blood vessels, dilates the bronchial muscle _ 
and decreases the production of mucus in the glandular tissue. The best 
known, most commonly availakle and most universally used of these is 
ephedrine which is readily absorbed from the gastrointestinal tract and has 


a prolonged effect. There are numerous other sympathomimetics which are 
indicated at certain times, some only by injection, others sublingually, still 
others by nebulizer—either bronchially or nasally. Some of these include 
epinephrine, isoproterenol, phenylephrine and phenylpropanolamine. Many — 
other drugs such as the corticosteroids, aminophyllin and potassium iodide _ 


From the Allergy Clinics of the White Memorial Hospital and the College of 
_ Medical Evangelists, School of Medicine, Los Angeles. California. 
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NEW ANTI-ALLERGY COMPOUND—ST. JOHN ET AL 
are used in the treatment of allergy, however, the mainstays of symptomatic 
therapy are the antihistamine and the sympathomimetic, individually or 
together. 


6 
MATERIALS 


A new compound came to our attention and interest because of its unique 
formula which combined these essential elements and included a tran- 
quilizer. This compound has the trade name of Algic®* and contains the 
following: racephedrine hydrochloride, 25 mg; phenyltoloxamine dihydrogen 
citrate, 50 mg; and chlorpheniramine maleate, 3 mg. 

Racephedrine is the racemic form, the combination of the dextro and 
levorotary forms, of ephedrine. It is an N.F. product and has similar effects 
to the more commonly used, official U.S.P. ephedrine which is the levorotary 
form and is prescribed as the synthetic hydrochloride or as the sulphate salt. 
It is readily absorbed from the gastrointestinal tract and is an efficient 
bronchodilator and vasoconstrictor. It also inhibits over-production by the 
mucous glands.” It is believed to have fewer side effects than ephedrine,’ 
although symptoms of palpitation, nervousness, tremor, insomnia, tachy- 
cardia, motor restlessness and bladder difficulties, all common to ephedrine, 
may also occur depending on individual variation, These pressor side effects 
are usually counteracted by a sedative and thus ephedrine and its isomers 
are, as a rule, prescribed together with a barbiturate. 

Phenyltoloxamine is an effective antihistaminet with marked tranquilizing 
or phenotropic activity. In a series of studies,*-7 it was found to have no 
toxic effects, and except for slight drowsiness in some cases, it had no un- 
desirable central nervous system manifestations. It is mildly antispasmodic 
and in large doses appears to have some adrenergic qualities. It was found 
to be very effective in reducing non-neurotic anxiety stress reactions. Al- 
though the drug did not produce euphoria, mental cloudiness or confusion, 
it seemed to have a powerful effect on affective behavior. No addiction could 
be demonstrated, and there were no withdrawal symptoms even after the 
use of large doses for six months, It was considered an excellent drug for 
muscular tension and a good substitute for a barbiturate or sedative hypnotic. 

Chlorpheniramine, under various trade names, is probably the most com- 
mon histamine antagonist now in use. It is in the alkylamine chemical 
group structurally, and was found to have a therapeutic index of 50 com- 
pared to 1 for tripelenamine and four for prophenpyridamine. It is effective 
in a therapeutic range of two to four milligrams per dose and has a low 
incidence of side effects.* 

We were interested in this formula for several reasons. First, from 
previous experience we had found that racephedrine was an effective 
sympathomimetic amine with somewhat less pressor side effects than the more 
common levorotary form of ephedrine. Second, with the addition of the 


*Supplied for this study by Mr. S; M. Fossel, Spencer Laboratories, Inc., Morris- 
town, New Jersey. 
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a tranquilizer phenyltoloxamine, several beneficial effects were anticipated. 
_ As a mild non-barbiturate sedative it could take the place of the more — 
commonly used phenobarbital in counteracting the possible undesirable 
a pressor side effects of the racephedrine. As a phenotropic agent, it could 
relieve the anxiety and muscular tension so often present in patients during — 
a siege of persistent symptoms. This use of a tranquilizing agent as an 
_ accessory drug in the treatment of allergic disease has been proven to be — 
of value.® In addition, the antihistaminic action of phenyltoloxamine added 7 
_to that of chlorpheniramine seemed to be indicated. It has been previously 
shown’? that there appears to be a synergistic action between antihistamines. _ 
_ This action increases their effect while minimizing undesirable side effects. 


bd PLAN OF STUDY 


There is a large and comprehensive literature concerned with the tech- _ 
nique of drug evaluation. A recent article’! lists 141 references on this — 
subject, and there has been at least one textbook published on this same | 
aspect of investigational technique.’* 
It is generally agreed that the following factors are the minimum require- | 
ments for proper clinical evaluation of drugs: (1) adequate number of cases, — 
(2) randomization, that is, no selection of patients, (3) the use of the double | 
blind method of testing so that neither the physician dispensing the drug _ 
nor the patient taking it knows which is the placebo and which is the active 
drug, and (4) proper evaluation of the results. In a previous study we had 
found that the use of an inert drug as a dummy or placebo as part of 
the double blind procedure was not always effective. This was particularly — 
true when the active medication had significant although mild side effects 
_ which quickly identified the active drug and thus removed one or both of — 
the “blind” aspects of the double blind test. Our experience was with a | 

_ tranquilizer which had somnifacient effects. In this study, four labeled _ 
drugs were used. Only two of these were the active drugs. The physicians — 
using the medication assumed that only one was the active drug and the © 
results were bizzare and useless.'* 


Several years ago, in a study of the same tranquilizer at the enc 


pensing medication the had quite with 
identity of the active drug. In an effort to remove the preformed prejudice, _ 
the physician conducting the experiment transferred labels on the drugs | 
during a period of several weeks and noted the complete bewilderment of h’ 
the others engaged in the study." 

It occurred to one of us that a modification of this technique could be © 
used in assessing the value of Algic. Since there was a sympathomimetic — 
_ amine, a tranquilizer and an antihistaminic present in the compound, the ~ 
side effects of palpitation, tachycardia, insomnia, bladder disturbances or of — 

_ drowsiness might quickly identify the active drug. It was decided, there- — 
r fore, to use identical drugs for both the active and the mae dummy a 
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or placebo without the knowledge of the other physicians who dispensed the 
drugs and listed the results. This technique is the origin of the term, 
“Double-Blind, Double-Cross.” 

The drugs were labeled Algic “A” and Algic “B,” and the physicians were 
told that an effort had been made to reproduce some of the side effects 
in the placebo with some other drug, perhaps an amphetamine plus a 
barbiturate at the option of the medical director of the pharmaceutical firm. 
The patients were told that these were two drugs which tasted and looked 
the same, and that we were interested in their reactions to them. Only one 
of us knew the code and therefore did not take part in the actual dispensing 
of the medication to the patients nor did he tabulate their reactions to the 
drugs. 

In this series there were 112 patients chosen at random. All of these 
patients were receiving specific allergic desensitization for allergic rhinitis 
or bronchial asthma and had been taking additional symptomatic medication 
as needed. This medication included several commercial varieties of anti- 
histamines and sympathomimetics singly or in combination. For the pur- 
pose of this study, they were asked to discontinue this medication and to 
substitute Algic, as dispensed, in doses of one-half to two tablets up to four 
times a day as required for symptomatic relief. They were to continue taking 
the dispensed medicine until relief was obtained, until they felt that they 
were not benefited, or until side effects became severe enough to prohibit 
their further use. Each of the patients was to take the tablets for a minimum 
period of one week in order to obviate any misinterpretation of relief of 
symptoms which could be attributed to extraneous causes. 

Criteria for results were simplified. Since the compound is designed for 
relief of allergic symptoms only, the treatment was considered either effective 
or ineffective. That is, symptoms were relieved or they were not relieved. In 
our experience, the use of graded responses such as “excellent,” “good,” “fair” 
and “poor” is too subjective and allows for large variations in interpretation. 
The complicated techniques which have been designed to attach objective 
criteria to subjective symptoms are, in our opinion, not realistic. Many of 
our patients who are classified in the “effective” range preferred Algic to any 
other medication they had previously used; these might therefore be con- 
sidered “excellent.””, However, some in the “effective” range found Algic 
no better than other medicine they had taken. This does not make it less 
effective. In the non-effective group were many patients who had had no 
beneficial results from any other medication; others were benefited by some 
compounds but not by Algic, In any case, effectiveness was measured merely 
by adequate and appreciable relief of symptoms. No attempt was made to 
qualify or grade results. 


r 


Since the results vated somnewhat with each observer or investigator, 
they must be listed and discussed separately. Investigator No. 1, whose 
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patients were primarily adults, found Algic “A” effective in twenty-two cases 

of allergic rhinitis and ineffective in four. In bronchial asthma, Algic “A” 
relieved symptoms in seventeen patients but was ineffective in four. There 

were a total of four side reactions in this entire group, and these consisted 

of mild drowsiness, in no case severe enough to discontinue the use of the 
medication. With the use of Algic “B” this investigator found similar 
results. There were nineteen. patients with allergic rhinitis who found the 
medication effective while three patients did not. Fifteen patients with 
bronchial asthma found that Algic “B” was helpful in relieving symptoms, 

while five found it ineffective. In this group there were five patients who em ; 
experienced mild drowsiness. In neither group did any of the patients com- = 
plain of palpitation, insomnia, tachycardia or any other pressor symptom. _ 


a 
TABLE I. INVESTIGATOR NO. 


Allergic Condition Effective | Not Effective | Reactions 


Allergic rhinitis Algie ‘“‘A”’ 22 
Algic 19 


Algic “B” 15 


4 

3 

Bronchial asthma Algie 17 4 
5 


TABLE II. INVESTIGATOR NO. 2 


Allergic Condition Effective | Not Effective | Reactions 


Allergic rhinitis Algic ‘‘A”’ 
Algie “B” 


| Algic ‘‘A”’ 
| ‘Algic “B” 


Bronchial asthma 


_ The patients treated by investigator No. 2 were mainly, although not 

entirely, children. Algic “A” was found effective in twenty-one patients 
_with allergic rhinitis and not effective in three. In bronchial asthma, only | 

_ eight patients experienced relief of bronchial symptoms while using Algic 

_ “A,” and twenty-two found it ineffective. There were seven patients who 

experienced the side effect of sleepiness, Only one patient complained of 

severe drowsiness and discontinued the drug. With the use of Algic “B,” 

_ this investigator found twenty-two patients who were relieved of their 
“symptoms of rhinitis while only two were not. In asthma there was similar 
acceptance of Algic “B” by twenty-eight patients claiming it effective as 
compared to seven who did not. There were six patients in this group who _ 
experienced some mild drowsiness. None in either group complained of Pi 
nervousness or other sympathomimetic side effects. See Table II. 


DISCUSSION 
he very nature of the formula predicts its effectiveness in allergic disease. 
_ The combination of a sympathomimetic with an antihistamine is widely _ 
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and successfully used in allergic rhinitis; in such mixtures and for this use 

: = sympathomimetic amine is usually termed a “nasal decongestant.” The 
- combination of a sympathomimetic and a sedative with or without amino- 
_ phylline is a common and effective mixture for the relief of bronchial asthma. 

In such a mixture, the sympathomimetic amine in the asthmalytic com- 
- pound is usually termed a “bronchodilator.” Often, the essential drug in 
each is identical. It must be admitted, however, that ephedrine and its 
_ isomers are more commonly used for asthma while such drugs as pheny]l- 
_ ephrine, phenylpropanolamine and cyclopentane are the more common 
“nasal decongestants.” 

The consistent effects of both compounds, Algic “A” and Algic “B,” 
tested blindly by both investigators on the symptoms of allergic rhinitis are 
indicative of their efficiency. We cannot explain the variable results in the 
cases of bronchial asthma. Investigator No. 1 appeared to secure the 
expected reactions while investigator No. 2 found Algic “B” eminently 
superior to Algic “A” despite the fact that both were identical. One 
possibility for this variation may be in the fact that children were used and 
that the parent, as a third party, had to transmit the results regarding a sub- 
jective complaint. One might assume that the addition of another link in 
the chain of communication between the patient and the doctor (child 
to parent to doctor) may have added difficulties in evaluation of the drug. 
Yet, one might ask what would influence the objective observation of an 


that explain the good results with the identical compound labeled Algic “B”? 


indicates the pitfalls in clinical evaluation of drugs. a 


SUMMARY AND CONCLUSIONS 


the mislabeled active drug (thus the “double-cross”). The compound 


is a mixture of racephedrine 25 mg, a sympathomimetic amine, phenly- 
; toloxamine 50 mg, a tranquilizer or phenotropic agent, and chlorphenira- 


‘ 


identical. 


superior to Algic “A” (“A”: 8-22; “B”: 28-7). 
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A unique double blind study was performed with a new anti-allergy 
compound in which the supposed dummy or placebo medication was merely _ 


qj 


anxious parent who is watching her child with asthma? Also, how would > 


In our opinion, there is no adequate explanation: this experience merely | 


Algic was labeled Algic “A” and Algic “B” for purposes of this study. It — 


mine 3 mg, an antihistamine. Neither the physicians dispensing the drugs 
nor the patients taking them knew that both compounds “A” and “B” were | 


The results were universally and consistently good in allergic rhinitis — 
(eighty-four effective and twelve not effective). Both labeled compounds | 
_ were found equally beneficial by both investigators. In the cases of bronchial — 
asthma, however, the results were somewhat at variance. One investigator | 
found both Algic “A” and Algic “B” equally effective (“A”: 17-4; “B?: 
15-5), while the other investigator found the compound Algic “B” eminently 


There were minimal side effects in twenty-two instances with drowsiness _ 
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_ the only complaint. In only one case was this side effect severe enough to 
_ warrant discontinuance of the drug. There were no untoward symptoms of 
- motor restlessness, palpitation, insomnia, bladder disturbances, tremor or 
other similar pressor sympathomimetic symptoms. 
Algic appears to be an effective drug in the treatment of allergic rhinitis 
« doses of one-half to two tablets as needed for symptomatic relief and 
may be taken up to four times a day. Its effect on bronchial asthma cannot 
be evaluated on the basis of this study. 
The paucity of important side effects can be explained in part by the 
fact that the mildly soporofic effects of the tranquilizer counteract and 
- neutralize the pressor effects of the sympathomimetic drug. In this manner, 
the two drugs eliminate each other’s side effects. There is no explanation — 
for the variable results in the observation of the investigators of the effects _ 
of Algic on bronchial asthma. However, the fact that there were eel 
results recorded by two observers using identical drugs in a comparable 
group of patients at the same time of year merely points up the difficulties be. 
encountered in the evaluation of subjective symptoms and the response to — 
medication. 
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ALLERGIC AND ALLIED DISORDERS 


JEROME MILLER, M.D., and AARON FISHMAN, M.D., F.A.C.A. 


Tue pharmacologically active substances released in antigen-antibody 
reactions that may contribute to the hypersensitive state are histamine, 
acetylcholine, heparin, plasma kinins, slow reacting substances (S.R.S.), 
permeability factors, leukotaxine, and serotonin, a substance which is 
receiving increasing attention as a possible chemical mediator. As a result 
of the identification of histamine, the idea of antihistaminic agents was 
conceived. Their usefulness in the symptomatic relief of the diverse 
_ manifestations of allergy has been well established. There were, situations, 
_ however, in which the antihistaminic agents failed to provide relief. This 
7 pees was attributed to other mediators formed or liberated in the allergic 
reaction. Some of these mediators have been identified as mentioned above, 
_ and antagonists to them have been or are being developed. Unfortunately, 
none of these mediator antagonists used to date have completely explained 
_ the chemical reactions involved in the hypersensitive state. The develop- 
-ment of a serotonin antagonist might clarify the role of serotonin in the 
allergic diseases. 
_ Objections to the histamine theory are based on observations which 
revealed that the histamine content of the blood in the rabbit, calf, and 
horse fall to low levels even with the animals in anaphylactic shock; 
(1) that the tissue response in anaphylaxis may differ from the in vitro 
_ administration of histamine ;*-*:*-7-*-° that there may be no variation in the 
_ histamine blood content in allergic patients during or between attacks;*° 
that histaminase, the enzyme which specifically destroys histamine, has 
been unsuccessful as a therapeutic agent in allergy.’° Clinically, there is 
a varied therapeutic response to the antihistaminic agents in allergic states. 
Acetylcholine was considered to be the important factor in the allergic 
reaction as objections to the histamine concept appeared. Certain investi-_ 
_ gators stated that acetylcholine shock resembled anaphylaxis more than 
histamine shock itself.4° They observed an increase in the acetylcholine 
content of the blood in asthma.'*!7 Objections to acetylcholine arose 
when there was no significant liberation of this mediator from excised 
— tissues of sensitized animals shocked in vitro,’® and when it was ascertained 
that acetylcholine is only released: by nerve stimulation and not by tissue — 
injury in anaphylaxis.’ The use of anticholinergic drugs has not been _ 
Dr. Miller is Chief, Allergy Clinic, Skin and Cancer Hospital, Unit of Dermatology, : 
_ Temple University Medical School, Philadelphia. 


Dr. Fishman is Associate in Medicine, Department of Allergy, Albert Einstein 
_ Medical Center, Philadelphia. 
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clinically successful except in certain urticarial conditions and in cholinergic 
induced allergies.** 

The slow reacting substances of interest in the allergic reaction are known 
only through their pharmacologic actions, since their chemical composition 
has not been definitely established. They are bradykinin*":** and S.R.S.-A®:*? 
so identified in anaphylaxis to distinguish it from other slow reacting sub- 
stances. Brocklehurst?* indicates $.R.S.-A causes bronchoconstriction that is 
not counteracted by antihistamines; however, there is evidence contradicting 
the presence of bradykinin during anaphylaxis in different species.*':*° 

Hyaluronic acid has been mentioned as a possible mediator because of 
its presence in mast cells, but its function in the allergic reaction has never 
been determined.*? 

Recently, serotonin (5-hydroxytryptamine) has received attention as a 
constituent of the mast cells and platelets in the rat, mouse, and rabbit. 
Its liberation from these cells in induced anaphylaxis is noteworthy. Its 


release in carcinoid conditions with the appearance of asthma in the human 


being is equally significant. However, the extent of the contribution of 
serotonin in hypersensitive reactions is not clear. In the muridae, anaphy- 
lactic shock is not attributed to histamine release, the mouse and rat being 
highly resistant to histamine. Waalkes et al** recently indicated serotonin 
release as a possible cause of anaphylaxis in the mouse. 

Serotonin is found in the same tissues as histamine in many species, and 
both mediators have structural, chemical and pharmacological similarities. 
Serotonin is found in varying amounts in different species in the gastro- 
intestinal tract, the lung, the mast cells of the skin, the platelets, and in 
the brain.** The type of anaphylactic response may depend in part upon 
the site of serotonin release. 

Serotonin, in man, increases capillary permeability probably by the re- 
lease of histamine. It has been suggested that large doses of serotonin and 
vasopressin induce a temporary functional medullary adrenalectomy.*® 

Serotonin is a normal constituent of the gray matter of the brain and, 
in general, its actions on neural structures is mainly excitatory or facilitating. 

Other actions of serotonin are its antidiuretic properties which suggest 
that it may be a renal hormone, and its probable influence on the intra- 
and extracellular partitioning of water and electrolytes.*° 

Herxheimer*® indicated the possible role of serotonin in the production 
of vasodilating headache. Segal*’ has also observed its possible role in allergy 
and its bronchoconstrictor effects. In a study of fifty-two asthmatic patients, 
Berg** found that the concentration of 5-hydroxyindole acetic acid varied 
with the severity of the symptoms. West*® suggested that serotonin is pos- 
sibly stored in the lungs of the asthmatic person during a paroxysm and 
is not excreted in the urine. 

Many mediators may contribute to the anaphylactic or hypersensitive 
reaction, and the use of multiple antagonists with these substances may offset 
or abolish the allergic reaction. If serotonin is a factor in the production 
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of human hypersensitivity, then substances that inhibit its action should 
be beneficial to the allergic individual. Pharmacological agents to counter- 
act the effect of serotonin might help its role in the allergic reaction. 

A serotonin antagonist, 1-methyl-1-4-5-dibenzo-(a,e) -cycloheptatrienylidia- 
piperadine hydrochloride (cyproheptadine®), has been synthesized and pre- 
sented for evaluation in allergic diseases.** 

Cyproheptadine is capable of antagonizing the following effects of sero- 
tonin: the pressor effect in dogs; the spasmogenic effect on the isolated 
rat uterus; the bronchoconstrictor effect in the guinea pig; the ability to 
increase capillary permeability and the lethal effect in Hemophilus pertussis 
treated mice. As an antiserotonin agent, cyproheptadine is more active than 
BMS* and BAS**, and almost as active as LSD,*°} one of the most potent 
serotonin antagonists. 

As an antihistaminic agent, cyproheptadine is comparable to chlorphenir- 
amine and pyrilamine, and was shown to be capable to antagonize the 
vasopressor, bronchoconstrictor and spasmogenic effects of histamine in 
various species and test situations. The compound also exhibited protection 
against active and passive anaphylaxis and was capable of blocking hista- 
mine induced gastric secretion in the dog, a property not usually found 
antihistaminic agents. 

Chronic toxicity studies conducted in dogs and rats failed to reveal any 
effect which would obviate the use of cyproheptadine in man.'* In prelimi- 
nary Clinical trials in well over one hundred patients, no toxic effects on the 
hemogram, urinalysis, liver profile, or fasting blood sugar have been 
reported.*? 

Having definite antihistaminic and tranquilizing properties as well as 


antiserotonin effects, this substance seemed most ae for use in 


patients with allergic disturbances. 


MATERIALS AND METHODS 


A total of 117 patients selected from the allergy clinics of the Albert 
Einstein Medical Center and from the authors’ private practice form the 
basis for this report. There were thirty-seven male patients and eighty female 
patients, ranging from nine to seventy-two years of age, with an average 
age of forty-two years. Many had been under specific and symptomatic 
treatment for a number of years, and this experience formed our base line 
for comparative purposes. The patients were observed from August, 1959, 
to April, 1960, a period which included the 1959 ragweed hay-fever season. 

All the patients had a complete allergic survey, including history, physical 
examination, skin and mucous membrane tests when indicated. In addi- 
tion to specific anti-allergic therapy, each patient was instructed to take 
one 2.0 mgm tablet of cyproheptadine, four times a day. The dosage was 


+LSD”—Lysergic acid diethylamide 
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_ later increased to 5.0 mg three to four times a day if necessary, but always 
_ individualized to meet the patient’s requirements. The patients were gen- 
erally seen at weekly intervals. Subjective improvement was indicated by — 
the patient’s estimation of relief of dyspnea, wheezing and cough; relief of © 


TABLE I. THERAPEUTIC RESPONSE TO CYPROHEPTADINE 
IN VARIOUS ALLERGIC MANIFESTATIONS 


Number of 
Allergy Patients E G F 

Seasonal hay fever 21 12 6 3 ; 
Urticaria 4 2 3 2 0 
Perennial hay fever 5 ; 20 1 6 5 8 : 
Bronchial asthma : ; 28 5 8 15 
Headaches : 34 6 15 3 10 ' 
Atopic dermatitis ts 2 1 1 = 
Vernal conjunctivitis 1 1 A 
Polycythemia with pruritus 1 1 
Mold allergy 1 1 - 
Gastrointestinal allergy 1 1 
Pruritus ani 1 1 _ 

Total 117 9 41 27 40 


4. 


ft. urticarial conditions. Objectively, the findings were confirmed by examina- 
tion of the nose, chest or skin. The therapeutic effectiveness and the “ 
rs occurrence of side reactions were compared with those obtained with drugs 

of previously administered to the patient. 


i The results were graded as excellent, good, fair, and poor. Excellent 
was indicative of complete relief of symptoms; good referred to 70 per cent 
or better relief of symptoms; fair meant that the patient had 50-70 per cent 
ae relief, and poor results were interpreted as inadequate or no symptomatic “¢ 


improvement. The type and incidence of: adverse reactions were also 


recorded. 


RESULTS 


The clinical effectiveness of cyproheptadine is summarized in Table . 
Twelve of twenty-one patients with ragweed hay fever (1959) obtained 
satisfactory results, six had fair relief, and three failed to show any im- 
provement. Relief of nasopharyngeal itching was reported by four patients. 7 


Two of the seven patients with urticaria had excellent relief, three had re ¢ 
a good response, and two noted fair relief of their symptoms. The patients x 
with a satisfactory response noted relief of itching and subsidence of the bf 
urticarial wheals. Objectively, there were less signs of excoriation of the skin. aa 


Of twenty patients with perennial hay fever, six had a good therapeutic 
response, one had complete relief, five had fair results, and eight were 
listed as having obtained no relief of symptoms. 

Satisfactory relief was obtained in five of twenty-eight patients with 
bronchial asthma, eight reported fair improvement, and fifteen were not 
benefited by the drug. apne was administered parenterally to 
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a number of patients during an acute episode of bronchial asthma and did 
not afford appreciable relief. 

Cyproheptadine was given to two patients with atopic dermatitis and to 
one in each of the following: vernal conjunctivitis, polycythemia, mold 
allergy, gastrointestinal allergy, and pruritus ani. None of the seven patients 


TABLE II. COMPARISON OF CYPROHEPTADINE TO OTHER 
BRONCHODILATOR AND ANTIHISTAMINIC DRUGS 


Other Drugs Superior To Equal To Inferior To 


Antihistaminic 1 
Brorghodilator 4 


Total 5 15 


in this group were helped by cyproheptadine. The patient with pruritus ani 
also failed to obtain relief when previously administered corticosteroids 
were received either orally or topically. 

During our studies, several patients noted relief of chronic recurrent head- 
ache while taking cyproheptadine. This casual observation made us aware 
of the headache-relieving possibilities of this agent.* 


TABLE III. SIDE EFFECTS 


Number of Number of 
Patients Effects Patients 


28* Palpitation 
3 Headache 
1 Dizziness 
1 Dryness 
Abdominal distress 


*Two patients had more than one side effect. 


Thirty-four patients with headaches including migraine, histamine cepha- 
lalgia, and premenstrual headache were given cyproheptadine in doses rang- 
ing from 7.5 mg to 20.0 mg daily. The results are shown in Tables I and 
IV. Of twenty-one patients with migraine, six patients had excellent relief, 
ten had good results, two had fair relief, and three patients were unim- 
proved. The patients who were unimproved, or who had fair results, had 
also failed to obtain relief from other drugs. One patient with weekly 
attacks of migraine lasting approximately three days for the past nine years, 
reported relief far superior to other types of medication. A patient with 
bronchial asthma and migraine failed to obtain relief from her asthma but 
had excellent relief from her migraine. Another patient with tension and 
migraine headaches noted marked improvement in the migraine but not 
in the tension headache. A young woman with premenstrual migraine of 
three years’ duration was relieved of her headaches for the first time. The 
results were most gratifying in migraine, but of little or no benefit in 


*We are indebted to Dr. George Blumstein, for this observation. 
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histamine cephalalgia and tension headache. Cyproheptadine was found to 
be most effective when taken prophylactically to ward off an impending 
migraine attack. The usual effective dose was 5.0 mg of cyproheptadine 
three or four times a day. 

The therapeutic effectiveness of cyproheptadine in allergic disorders other 
than headache may be enhanced by the synergistic or potentiating effect of 
other antihistaminic, bronchodilator or sympathomimetic agents. 


TABLE IV. THERAPEUTIC RESPONSE TO ‘‘C’’ PATIENTS 
WITH VARIOUS TYPES OF HEADACHE 


Number of 
Types of Headache Patients 


Migraine 
Functional 
Histamine 
Tension 


Total 


COMPARATIVE DATA 


A comparison was made between cyproheptadine and various types of 
antihistaminic, bronchodilator and sympathomimetic drugs in forty-three 
patients as illustrated in Table III. Compared to the antihistaminic agents 
in eighteen patients, cyproheptadine was found to be equally effective in 
eight patients, superior in one patient, and inferior in nine patients. Its 
effectiveness in relieving nasopharyngeal itching in hay fever was superior 
to the other antihistaminic drugs in four of six patients. 

In a comparison between cyproheptadine and the bronchodilator drugs 
used in twenty-five patients with bronchial asthma, cyproheptadine was 
equally effective in seven patients, superior in four patients, and inferior 
in fourteen patients. 

SIDE EFFECTS AND TOXICITY 

In the 117 patients studied, there was no evidence of clinical toxicity. 

The type and incidence of adverse reactions seen in our patients are 
listed in Table III. The most common side effect was drowsiness, which 
occurred in twenty-eight of 117 patients, but disappeared in many who 
were on continued use of the drug. Other side effects, such as nervousness, 
weakness, precordial pain, palpitation, headache, dizziness, dryness, and 
abdominal pain, occurred in sixteen of the 117 patients. 


DURATION OF ACTION 


In most patients, cyproheptadine exerted its pharmacologic effect within 
thirty minutes after an oral dose with a duration of action of approxi- 
mately four hours. 

DISCUSSION 


The role of serotonin in allergic disorders is still conjectural. Drags‘edt*’ 
suggested that factors other than histamine may account for a number of 
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anaphylactic phenomena. Humphrey and Jacques‘! noted that serotonin 
may play a role in allergy, and Herxheimer** noted its possible role in 
asthma. Dale and Brocklehurst,?' on the other hand, do not believe that 
serotonin is a major factor in the allergic reaction in man. 

An analysis of our results indicates that there is no parallel between 
the drug’s antiallergic properties in the human being and its antianaphylactic 
effect as obtained in the experimental animal. The pharmacologic proper- 
ties of cyproheptadine in animal studies revealed it to be capable of pre- 
venting experimental anaphylaxis in the mouse and rat which are not 
protected by antihistaminic agents alone. The results obtained with cypro- 
heptadine in various allergic manifestations, however, were not superior 
to other antihistaminic agents. The drug was most effective in the treat- 
ment of urticaria, and provided symptomatic relief in seasonal and perennial 
hay fever, comparable to other antihistaminic drugs. The results in bron- 
chial asthma were disappointing, but no more so than with other histamine 
antagonists. Cyproheptadine seems to have a place in the symptomatic 
treatment of various allergic manifestations, by effecting relief to a limited 
group of patients that were not benefited by other antiallergic drugs. 

The relief afforded by cyproheptadine to patients with chronic, recurring 
headaches deserves special mention. Migraine and premenstrual headaches 
seemed particularly amenable to this drug. It has been occasionally effec- 
tive, although less so, in other forms of headaches. These clinical findings 
add to the evidence that serotonin may be a factor in the production of 
certain types of headache. 


SUMMARY AND CONCLUSIONS 


One hundred seventeen patients with various allergic manifestations were 
treated with cyproheptadine. They varied from nine to seventy-two years 
of age, with an average age of forty-two years. 

Twelve of twenty-one patients with ragweed hay fever (1959) had good 
relief of symptoms, and six reported fair results. 

Five of seven patients with urticaria had good to excellent relief, and two 
had fair improvement. 

Of twenty patients with perennial hay fever, seven were benefited, five 
had fair response and eight were unimproved. 

In bronchial asthma, five of twenty-eight patients responded satisfac- 
torily to the drug, eight had fair relief, and fifteen were failures. 

Two patients with atopic dermatitis and patients with each of the follow- 
ing failed to benefit from the drug: vernal conjunctivitis, polycythemia, 
mold allergy, gastrointestinal allergy, and pruritus ani. 

Cyproheptadine afforded good to excellent relief in nineteen of thirty-four 
patients with chronic, recurring and disabling headaches. Three had fair 
relief and twelve were unimproved. It was more effective in migraine and 
premenstrual headache than the other accepted types of medication. 

The most common side effect was drowsiness which occurred in twenty- 
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eight of 117 patients. This was usually transient and did not require with- 
drawal of the drug in most cases. The other side effects were infrequent. 
No signs of clinical toxicity were apparent. 

Cyproheptadine may be considered to be an effective agent, particularly 
for the symptomatic relief of seasonal hay fever, urticaria and chronic 


recurring headache. 
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% The Diagnostic Cutaneous Reaction in Allergy. Comparison of the 
Intradermal Method (Cooke) and the Scratch Method a 


Historical Document 


AARON BROWN 


iy HE FIRST recorded experimental observation of cutaneous sensitive- 
ness in allergy, is found in the classic monograph of Blackley’ in which the 
causal relationship of the pollens to seasonal hay fever was demonstrated. 

Blackley on several occasions applied some pollen to the surface of the 
skin, which had been abraded as for small pox vaccination and each time 
he obtained a deep and extensive swelling of the skin. 

In a case of hypersensitiveness to buckwheat, — by H. L. Smith" 
in 1909, and supposed by that author to be a case of “‘fagopyrismus,” an 
experiment similar to that of Blackley was carried out by Rufus Cole. 
Cole used a sterilized infusion of buckwheat which he rubbed into a 
scarified area of the skin. This treatment resulted in the formation of a 
wheal of the size of a silver half-dollar and in the development of severe 
constitutional symptoms. 

In the following year, Schmidt’? reported a series of observations on the 
reactivity of the skin to Puro,* and a trypsin digested milk. The purpose of 
Schmidt’s investigation was to search for any possible differences in the 
cutaneous reaction to these materials. In this main idea he failed, probably 
because no suitable cases of hypersensitiveness to the substances in his 
preparations were encountered. 

Schmidt adopted the von Pirquet technic. The reactions that he did 
observe reached their greatest intensity after sixteen to eighteen hours ; they 
were thus quite different from those elicited in allergy, which, with the 
von Pirquet technic, are at their height within thirty minutes. 

After Cole’s experiment, the first successful attempt to make diagnostic 
use of the skin reactivity in allergy was reported by Oscar M. Schloss* in 
1912 in a case of allergy to egg, almond and oat. Schloss used the von 
Pirquet borer for applying the tests, which were made with isolated pro- 
teins of eggwhite and preparations from the other two foods. 

There is no doubt that this well conceived pioneer work of Schloss in- 
spired much of the subsequent investigation of others, yet acknowledgment 
of his service is omitted in most of the literature of the subject. 

Goodale® in 1916 wrote, “It has been known for some years that an in- 
dividual sensitized to a given proteid may exhibit a characteristic reaction 
if the proteid is brought in a soluble form in sufficient concentration into 
contact with a scratch in the skin.” 


This series of studies has been carried on in connection with the Clinic of Applied 
Immunology opened February, 1919, at the New York Hospital. 

From the Department of Bacteriology and Immunology, Division of Immunology 
in Cornell University Medical College and the first Medical Division of the New York 
Hospital. 

Reprinted from the Journal of Immunology, 7:97, 1922. 

*A commercial preparation composed of meat extract, egg white, glycerin and salts. 
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I. Chandler Walker’ in 1917 wrote, “It has been known for some years 
that an individual sensitized to a given proteid may exhibit a characteristic 
reaction if the proteid is brought in a soluble form in sufficient concentra- 
tion into contact with a scratch in the skin.” 

In all of Walker’s investigations, the skin tests have been made according 
to the Schloss technic, and since 1916, the test material has usually been 
applied in the form of a powder representing the dry residue of an extract 
of the original material. 

The method of preparation of the test substance is found in a paper by 
Wodehouse.'? The material is extracted with water and the extract is dried 
with the use of an electric fan until it becomes of a syrupy consistency. To 
this fluid are added three to four volumes of 95 per cent alcohol and the 
resultant precipitate is washed with alcohol 95 per cent, absolute alcohol 
and ether. 

Talbot"? referred to the “brilliant investigations of Oscar M. Schloss.” 
This author applied the skin test according to Schloss. 

In 1910, Moss’ urged the use of a cutaneous test before the reinjection 
of antitoxic serum and in the test he employed an intradermal injection 
method injecting 0.01 cc. of undiluted serum. The reactions, which he ob- 
served, occurred at considerable intervals after the injections (ten to 
twenty-four hours) and were, therefore, different from the immediate re- 
actions seen in the natural allergies. On account of the limited scope of 
this investigation, the technic adopted by Moss did not become generally 
known nor used. 

In 1911, Robert A. Cooke," began his independent studies in allergy. 
From the beginning, Cooke’s chief purpose was the application of the 
principle of desensitization in the prevention and treatment of the symp- 
toms of allergy and as this involved the injection of the substance, it was 
convenient to use the latter in liquid form. It was convenient, also, in 
using the liquid preparations for the skin test, to apply them by the intra- 
dermal or injection method, and this method was adopted by Cooke and 
employed by him and his assistants and pupils to the present time. This 
method is the same as that used afterwards by Schick in his well known 
test of immunity to diphtheria. 

Thus there are in use at present two different methods of testing the skin 
in allergic conditions, the method of Schloss, which we shall refer to as the 
cutaneous or scratch test and the method of Cooke, which may be desig- 
nated as the intradermal or injection test. 


Regarding the relative efficiency of the two methods Schloss® 


expresses 
the opinion that the intradermal test is more sensitive than the cutaneous, 
but thinks the former is “apt to be misleading. Pseudo-reactions occur 
which are difficult to interpret, . ... On two occasions I have seen severe 
infections due to such tests.” 

I. C. Walker and J. Adkinson'® have attempted a comparison of the two 
methods. From the published veport of their experiments it is evident that 
these authors were seriously handicapped by a lack of acquaintance with 
the proper method of applying the intradermal test and by inexperience in 
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interpreting the reactions produced by this test. They injected 0.1 cc, 
which is five to ten times the volume of fluid necessary for this mode of _ 
application and they arbitrarily considered that “any appreciable increase 
over these normal measurements (of the swelling produced mechanically 
by this large injection) means a positive reaction.” . 
This unfortunate circumstance vitiates all of their comparative experi- 
ments and consequently nullifies their conclusions. Incidentally, one of 
these conclusions is that the intradermal test is “much too sensitive, there- ; 
In this connection, it may be | 


” 


fore it is not an index to proper treatment. 
observed: first, that there is no need for such an index; secondly, that the 
intradermal reaction properly applied is distinctly modified by specific 
treatment in a way that could be used if it were necessary and thirdly, that 
the advantage claimed for the scratch test by the authors mentioned depends, 
as we shall show, upon a serious defect in that test—a defect evidenced by 
the fact that it produces a positive reaction only in the more sensitive in- 
dividuals. In other words, after treatment has been carried to a certain 
point the scratch test is no longer able to produce a positive reaction. In 
the present communication it is intended to report the results of compara- 
fs tive skin tests carried out on the same individuals with the two methods, and 

as different materials were used, the investigation also compared the dry 

extracts with the fluid preparations. 


TECHNIC 


The Intradermal or Injection Test——The fluid preparations used for 
these tests were obtained from the Department of Applied Immunology in 
the New York Hospital. The methods of preparing these materials are 
described elsewhere in this issue.2 The fluid preparations of horse dander 
contained 0.04 mg of protein nitrogen per cubic centimeter; those of the 
other materials contained 0.5 mg of nitrogen per cubic centimeter. 

The injection of the fluid was made with the tuberculin syringe, which 
is graduated in hundredths of a cubic centimeter. The hypodermic needles 
were of 26 gauge. The syringe and needles were sterilized by boiling. 

The injection was made into the skin on the outer aspect of the upper 
arm. About 0.01 ce was injected, forming an elevation about 2 to 3mmin ~ 
diameter. Previous to the injection the skin was cleansed with alcohol. 

The results of the intradermal tests were noted five to ten minutes after 4 | 
the injection, the height of the reaction being reached within that time. 


The Cutaneous or Scratch Test.—These tests were carried out with two 
different kinds of preparations. One was in the form of a powder supplied =~ 
by a commercial organization and obtained in the open market. The other 
was the same as those used for the intradermal tests. f 

The dry preparations were used as follows: An abrasion or scratch ¥@~ 
inch (3 mm) long was made with a von Priquet borer, on the flexor sur- 
face of the forearm. The abrasion was not made deep enough to draw 
blood. A small quantity of the powder was applied to the abrasion, 
moistened with a drop of decinormal sodium hydrate solution and rubbed 
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into the scratch. For the purpose of control a similar abrasion was made 
into which only the decinormal alkali was rubbed. After twenty to thirty 
minutes the test mixture was washed off with 50 per cent alcohol and the 
result was noted. 

When the scratch test was carried out with the fluid preparation, a drop 
of the latter was rubbed into the abrasion, without addition of sodium 
hydrate. In these cases, the control tests were made with sterile normal salt 
solution, The results of these tests were noted after five to twenty minutes. 

A positive reaction in both tests was determined by the formation of a 
wheal with an area of erythema surrounding it. To be of diagnostic sig- 
nificance the wheal must be at least 0.5 cm in diameter. If the wheal was 
1-2 cm in diameter the reaction was given the designation of ++ ; if the 
diameter of the wheal exceeded 2 cm the reaction was designated +++. 
In the larger reactions irregularity of outline of the wheal was noted and 
“pseudopod” formation, which was more common and more marked with 
the intradermal test. 


The comparative tests were carried out with the following preparations : 


Animal emanations. Horse, dog, cat, rabbit, goose. 


Foods. Egg white, wheat, milk albumin, casein. 


The individuals upon whom the comparative tests were performed were 
all subject to asthma. 

The causal relationship of the respective material to the asthmatic symp- 
toms in each case was established on two or more grounds, which are 
enumerated below and designated in the tables by the corresponding 
numbers. 


1. Symptoms appear after contact with or upon proximity to the original 
material. 


2. Asthmatic symptoms develop after a diagnostic injection, 


3. Asthmatic symptoms disappear after a course of therapeutic injec- 
tions. 


4. Symptoms disappear upon avoidance of or removal of the original 
material. 


It will be seen that in every case the intradermal test with the respective 
protein resulted positively. Objection may be made to our selection of 
cases on the grounds that it was made with reference to the result of the 
intradermal test. We can only reply to such objections, that with the most 
conscientious observation of the cases presenting themselves, we have 
encountered among those clinically sensitive to the proteins used in this 
comparative study, none in which the intradermal tests with the respective 
protein resulted negatively. Our experience with most fruit juices has been 
different from this. With these preparations, we have observed some 
negative reactions in individuals that were clearly sensitive to the original 
material. 
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TABLE I. 


Animal Emanations 


Relation of 
Commercial Fluid Preparations (Coca) Original 
Number Material 
Horse Dander Horse Epithelium to Symptoms 
- Established by 


Seratch Test Intradermal Scratch 


Not Done 1, 3 and 4 


+++ 

+4++7 

+++ 
+ 


+ 
+ 


+ ,+,+ 


66767¢ 


ui 
ob 
+ 


Summary | 15 | Positive 10 Positive 15 Positive 14 
| | Negative 5 


The results of the comparative tests are presented in Tables I to VI.* 
The individual tables need no explanatory comment. The results in each 
series were concordant in the sense that: 


1. The intradermal test is superior to the cutaneous or scratch test. 


2. The fluid preparations made according to the methods of Coca are 
superior to the corresponding dry commercial preparations. 

The first conclusion is drawn from a comparison of the middle and right 
hand columns of the summary of the tables. It is seen that when fluid 
preparations were used, the reaction was positive in all of the seventy-eight 
cases with the intradermal method, but negative in twelve of the cases with 
the scratch method. 

The second conclusion is drawn from a comparison of the left hand and 
right hand columns of that summary. When the scratch method was used 
with the fluid preparations the reaction was negative in twelve; that is, 
about 18 per cent of the cases tested. With the commercial powders the 
scratch method resulted negatively in thirty-nine cases or 50 per cent of 
those tested. 


The two methods of applying the skin tests must be compared in other 
respects besides these that we have already discussed. 


1. Relative Ease of Performing the Tests——The scratch method has 
been preferred by some because it was thought to be more easily applied 
than the intradermal method. Our own experience with the two procedures 
has satisfied us that the reverse is true. 

As it is often necessary to carry out the skin tests with a number of 
different substances as well as with different dilutions of the same sub- 
stance, the time required for the test is a practically important considera- 
tion, and moreover the time factor may be taken as a ‘fair index of the 
relative ease with which the two methods of testing can be applied. 


*Epiror’s Note: All tables are omitted, with the exception of Table I. 
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eee We have carried out a series of fifty-two parallel tests in the same in- 


dividuals, with the purpose of determining the relative time required for 
the application of the two methods. The fluid preparations of Coca were 
employed for both methods. This was done for the following reasons. 

The fluid preparations can be applied more quickly with the scratch 
technic than the dry products, and the reaction with the fluid preparations 
reaches its maximum sooner than that with the dry products. Moreover, as 
we have shown above, the cutaneous reaction is generally more marked 
with the fluid preparations than with the dry ones... . 

The results of these comparative tests demonstrate that even with the 
more convenient and more active fluid preparations over 50 per cent more 
time is required for the development of a positive reaction with the scratch 
technic than is needed with the injection method. 

Less time is needed also in applying the intradermal test than is required 
for the scratch test. With an adequate supply of sterile syringes twenty 
intradermal tests can be made in five minutes. With the dry commercial 
preparations the twenty tests can hardly be made in less than thirty minutes. 

It is advised by the manufacturers of the dry preparations to make the 
“readings” after thirty minutes. In a large clinic or in an active private 
office, the shorter time needed for applying and reading the intradermal 
tests weighs heavily in favor of this method. 

2. Relative Convenience to the Patient.—With the intradermal method 
a minimal amount of damage (sic) is inflicted on the skin—merely the 
prick of a sharp, fine hypodermic needle. With the scratch method an in- 
cision % inch long is made or an area of equal diameter is abraded by 
scraping. The rubbing of the test mixture into the traumatized skin does 
further damage. We believe that the intradermal method is the less painful 
of the two. The marks of the injection method usually disappear within a 
week ; those resulting from the scratch method often persist for weeks or 

even for months. 


3. Greater Convenience of the Fluid Preparations —Considerable con- 

venience is afforded in the use of the fluid extracts by the fact that the 

same preparation is used for diagnosis and for treatment. This advantage 

of the fluid extracts over the dry preparations becomes more important as 
the number of preparations used increases. 


4. Constitutional Reactions —All other factors being equal, the quantity 
of material absorbed after its injection should be greater than after its 
application to an abraded surface. Hence it should be expected that con- 
stitutional reactions would be more frequent with the intradermal method 
than with the scratch method, The writer is unable to say whether this is 
actually true. The experiences of Rufus Cole cited above and of Cooke® 
demonstrate that constitutional reactions may result from either the scratch 
method or the intradermal method. 

With regard to the possibility of infection resulting from the intradermal 
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injection, which was mentioned by Schloss, we can only say that with 
ordinary aseptic precautions in the preparation of the extracts and in their 
use, there is no danger of infection. In the writer’s experience, which is in 
agreement with that of Cooke and that of Vander Veer, infection would 
occur only as a result of gross disregard of the simple principles of 
ordinary asepsis. 


SUMMARY AND CONCLUSIONS 


Two methods of applying the skin test in allergic conditions are in use: — 


2. The intradermal or injection method of Cooke. + 


1. The cutaneous or scratch method of Schloss. a ‘ 7 


Two forms of test proteins are in use: 

1. The dry powdered preparations made according to the methods 
described by Wodehouse. 

2. The fluid preparations originally used by Cooke and made now ac- 
cording to the methods described by Coca. 


In a series of seventy-eight comparative tests, the superiority of the 
intradermal method over the scratch method has been shown upon the 
following grounds: 

1. In every case known to be clinically sensitive to a protein, the intra- 
dermal test with that protein resulted positively. The scratch test with the 
corresponding dry preparations resulted positively in only half the cases 
tested. The scratch test with the fluid preparations resulted negatively in 
18 per cent of the cases tested. 

2. The intradermal method properly applied is not so painful as the 
scratch method and the resulting markings of the skin do not persist so 
long after the former method. 

3. Less time is required for applying the intradermal method and for 
obtaining the results than is needed for the scratch method. 

4. The same preparation can be used for testing and for treatment when 


the fluid preparations are employed. : 
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Hotel Dieu, El Paso, Texas 

Patch Tests : 
WituiaM C. Grater, M.D., Assistant Clinical Professor of Medicine, Uni- 
versity of Texas Southwestern Medical School, Dallas, Texas 

Question and Answer Period 


MONDAY, MARCH 13, 1961 


8 00 A.M. to 4:00 P.M. sien (Mezzanine) 


RESPIRATORY ALLERGIES 


Morning Session (Junior Ballroom) 


Chairman: Ceci. M.D., Toronto, Ontario, Canada 
Co-Chairman: DELBERT J. Parsons, M.D., Springfield, Ohio 


- 9:00—PANEL: Aecrobiologic Factors Affecting Respiratory Allergic Diseases 

COMMITTEE ON AEROBIOLOGY 
Moderator: Homer E. Prince, M.D., President, Association of Allergists 
for Mycological Investigations, Inc., Crockett, Texas 

Pollens 
James E. Strou, M.D.. Associate Clinical Professor of Medicine, , Univer- 
sity of Washington Medical School, Seattle, Washington 

Miscellaneous Inhalants 7 
Homer E. Prince, M.D., Crockett, Texas 

Molds 
NATHAN SCHAFFER, M.D., East Orange, New Jersey 

Outdoor Air Pollution 
Tueron G. RaAnpvotpH, M.D., Staff. Lutheran General Hospital, Park 
Ridge and Swedish Convenant Hospital, Chicago, Illinois 


10:4(0—COFFEE BREAK 
11:00—Diagnosis and Therapy of Allergic Rhinitis 
Currrorp F. Laxe, M.D., Consultant in Otorhinolaryngology, Mayo Clinic, 


Assistant Professor of Otolaryngology and Rhinology, Graduate School, 
University of Minnesota, Rochester, Minnesota 


11:30—Differential Diagnosis of Atopic Asthma 
M. Murray Pesuxin, M.D., Clinical Professor of Medicine and Pediatrics, 
Albert Einstein College of Medicine, New York, New York 


12:00—LUNCH 
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Afternoon Session (Junior Ballroom) 


Chairman: Leon Uncer, M.D., Chicago, Illinois 
Co-Chairman: Meryt M. Fenton, M.D., Detroit, Michigan 


2:00—Radiologic Findings in Respiratory Allergies 
Epwarb SINGLETON, M.D., Clinical Assistant Professor of Radiology, Baylor 
University College of Medicine, Houston, Texas ' 
2:30—Pulmonary Function Tests and Their Significance 7 
Currrorp H. Kars, M.D., Consultant in Allergy, St. Joseph’s Hospital, 
Milwaukee, Wisconsin 


3:00—COFFEE BREAK 


3:30—PANEL: Treatment of Asthma 
Moderator: SamuEt C. BuKantz, M.D., Associate Professor of Clinical 
Medicine, University of Colorado School of Medicine, Denver, Colorado 
Hyposensitization 
J. Warrick Tuomas, M.D., Assistant Professor of Clinical Medicine, 
Medical College of Virginia, Richmond, Virginia —_ 
Specific Medication 
B. SteEN, M.D., Medical Director, Oshrin Hospital, Tucson, 
Arizona 
Inhalation Therapy 


Maurice S. Seca, M.D., Clinical Professor of Medicine, Tufts University : 
School of Medicine, Boston, Massachusetts J 


Fluid Balance 


C. DAESCHNER, Professor and Chairman of Department of Pedi- 
Cie | atrics, University of Texas Medical School, Galveston, Texas 
2 
Evening Session (Embassy Ballroom) 
7:00—BUFFET SUPPER—“Meet the Faculty” 


An opportunity for informal discussion with the instructors. — 


TUESDAY, MARCH 14, 1961 
8:00 A.M. to 4:00 P.M.—Registration (Mezzanine) 


DERMATOLOGIC AND MISCELLANEOUS ALLERGIC PROBLEMS 


Morning Session (Junior Ballroom) 


Chairman: Maurice C. Barnes, M.D., Waco, Texas 
Co-Chairman: Lester L. BartLett, Pittsburgh, Pennsylvania 
9:00—Eczematoid Dermatoses 
F., M.D., Instructor in Dermatology, Baylor University 
College of Medicine, Houston, Texas 
9:30—Drug Dermatoses 
Tuomas G. Jounston, M.D., Clinical Associate Professor of Medicine, | 
. | University of Arkansas School of Medicine, Little Rock, Arkansas 
10:00—Urticaria and Angioedema 
Rosert E, Smitu, Maj., U.S.A.F. (M.C.) Chief of Allergy, Lackland Air | 
Force Hospital, Lackland, Texas 
10:30—-RECESS TO VISIT EXHIBITS—GRAND BALLROOM 
a 11:00—Genitourinary Allergies 
N. B. Powett, M.D., Clinical Associate Professor of Urology, 


University College of Medicine, Houston, Texas ; 
F. B. Power, M.D., Assistant. Professor of Urology, Baylor University 
College of Medicine, Houston, Texas y Ye 
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Orvat R. WitHERs, M.D., Clinical Associate Professor of Medicine, Uni- 
versity of Kansas Medical School, Kansas City, Missouri 
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12:15—LUNCH 

Afternoon Session (Junior Ballroom) 
Chairman: M. CoLemMan Harris, M.D., San Francisco, California 


Co-Chairman: Lamar B. Peacock, M.D., Atlanta, Georgia 


2: 00—Ophthalmic Allergies 
Louis J. Grrarp, M.D., Professor and Chairman of Department of Oph- 
thalmology, Baylor University College of Medicine, Houston, Texas 


 2:30—Allergy of the Nervous System 
W. J. FAuHvserG, Ph.D., Associate Professor of Neurology, Baylor ane: 
sity College of Medicine, Houston, Texas 


3:00—RECESS TO VISIT EXHIBITS—GRAND BALLROOM 


3:30—The Mast Cell and Heparin in Allergy 
Mitton M. Hartman, M.D., Assistant Clinical Professor of ilies, 
Stanford University School of Medicine, Palo Alto, California 


4:00—Practical Aspects of the Psycho-Physiologic Approach in the Management 
of the Allergic 
BENNETT Kraft, M.D., Chief, Allergy Clinic, Indianapolis General Hos- 
pital, Indianapolis, Indiana 


Evening Session—Embassy East 


_ THE ASSOCIATION OF ALLERGISTS FOR MYCOLOGICAL 
INVESTIGATIONS, INC. 


Scientific Session—7:30 P.M. 
7:30—Mold-Sensitivity and Bronchial Asthma in the Puget Sound Area 


Joun Coren, M.D.,* Tacoma, Washington 
PauL P. VAn ARSDEL, Jr., M.D.,* Seattle, Washington 


The Correlation Between Skin and Respiratory Mucous Membrane Tests with 


Molds in Allergic Rhinitis ane 
James Houtman, M.D., Dallas, Texas 
SALMON R. HAtrern. M.D.,* Dallas, Texas 
CHARLES WHITAKER, M.D.,* Dallas, Texas 

Further Experiences with MMP Mold Allergens 

Symposium: Collaborative Reports by VARIOUS MEMBERS OF THE ASSOCIA- 
TION 

A. The Results of Skin Tests with MMP Mold Allergens 

B. MMP Mold Allergens in Conventional Injection Treatment = = | 


C. Treatment of Mold Sensitivity with Injections of Emulsified MMP Mold 
Allergens 


Studies with House Dust from Various Geographic Areas . 
A. Microbiological Considerations 
Marie B. Morrow, Pu.D., Austin, Texas ; 


Gerorce H. Meyer, M.A., Austin, Texas 
B. Clinical Studies 

Collaborative Reports by Various MEMBERS OF THE ASSOCIATION 

1. Reflecting variation in extraction technique ( 

2. Reflecting geographic origin of dusts 


*By invitation 
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WEDNESDAY, MARCH 15, 1961 ; 
8:00 A.M. to 4:00 P.M.—Registration (Mezzanine) 


GENERAL SCIENTIFIC PROGRAM 


Morning Session (Junior Ballroom) 


Chairman: Mayer A. Green, M.D., Pittsburgh, Pennsylvania 
Co-Chairman: William C. Grater, M.D., Dallas, Texas 


9:00—Welcome 
May Owen, M.D., President, Texas Medical Association, Fort Worth, 
Texas 


9:05—Response 
Gites A. Koetscue, M.D., President, The American College of Allergists, 
Rochester, Minnesota 


9:10—The Immunology of the Blocking Antibody in Ragweed Pollinosis 
Harry S. Bernton, M.D., Washington, D. C. 
Doris C. CHAMBERS, M.S., Washington, D. C. 


S. WituiaM Simon, M.D., Dayton, Ohio 
Lita A. Rinarp, B.S., Dayton, Ohio 


9:45—Pyroxamine—A Clinical Study of a New Antihistamine _ 
J. Warrick Tuomas, M.D., Richmond, Virginia 


10:00—A Clinical Evaluation of Cinnarizine (Mitronal) in Various Allergic Disorders 
BENJAMIN ZoLov, M.D., Portland, Maine 


10:15—Bioassay of Antihistaminic Agents 
Peter E. SrecGiter, M.D., Instructor in Medicine, Hahnemann Medical 
College and Hospital, Philadelphia, Pennsylvania 
Tresor Bop, M.D., Associate in Medicine, Hahnemann Medical College 
and Hospital, Philadelphia, Pennsylvania 
Marvin A. GERSHENFELD, M.D., Associate in Medicine, Hahnemann Medi- 
cal College and Hospital, Philadelphia, Pennsylvania 
EvizaABetH B. Brown, M.D., Assistant Professor of Medicine, Hahne- 
mann Medical College and Hospital, Philadelphia, Pennsylvania 
Joun H. Noprne, Assistant Professor of Medicine, Hahnemann Medical 
College and Hospital, Philadelphia, Pennsylvania 


10:30—RECESS TO VISIT EXHIBITS—GRAND BALLROOM 


:00—Allergic Reactions to Tetanus, Diphtheria and Poliomyelitis Immunization 
Rosert E. Smitru, M.D., Major, U.S.A.F., Chief, Allergy Service, 
U.S.A.F. Hospital, U.S.A.F. Aerospace Medical Center (ATC), Lackland 
Air Force Base, Texas 


-11:15—Unusual Extra-Respiratory Manifestations of Pollen Allergy 
AvBert H. Rowe, M.D., Oakland, California 
ALBERT H. Rowe, Jr., M.D., Oakland, California 


11:30—The Nature of Obstructive Ventilatory Disorders as Revealed by Single 
Breath Spirometry 
F, M.D., Associate Professor of Medicine, University of 
Texas, Southwestern Medical School, Dallas, Texas 
Ivan E. Cusnuinc, M.D., Cardiopulmonary Laboratory, Department of 
Internal Medicine, University of Texas, Southwestern Medical School, 
Dallas, Texas 


11:45—Observations on Research and Clinical Services in Allergy on the Continent 
and in Czechoslovakia and the Soviet Union 
SAMUEL C, BuKANnTz, M.D., Denver, Colorado 
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12:00—Symptomatic Benefit from Homochlorcyclizine in Urticaria and Angioedema 
GeorceE H. BerryMan, M.D., Director of Medical Science Projects, Abbott 
Laboratories, Scientific Divisions, North Chicago, Illinois 
Gitpert Lanorr, M.D., Chicago, Illinois 


Afternoon Session (Junior Ballroom) ; 


_ Chairman: Orval R. Withers, M.D., Kansas City, Missouri 
Co-Chairman: Morris A. Kaplan, M.D., Chicago, Illinois 


2:00—PANEL: Emulsified Extracts in the Treatment of Respiratory Allergy 
Moderator: Lawrence J. Hautpin, M.D., Cedar Rapids, Iowa 


ErHaAN ALLAN’ Brown, M.R.C.S. (England), L.R.C.P. (London) 
Boston, Massachusetts 


Mary H. Lovetess, M.D., New York, New York 
R. Date Dickson, M.D., Topeka, Kansas 
G. Everett GAILLARD, M.D., White Plains, New York 
Harotp I. Lecxs, M.D., Philadelphia, Pennsylvania 


3:15—RECESS TO VISIT EXHIBITS—GRAND BALLROOM : 7 


PAPERS OF ASSOCIATE FELLOWS 

3:45—Role of Respiratory Infection in Bronchial Allergy ‘». 7 

Harris Hosen, M.D., Port Arthur, Texas ; 
3:55—Pre-Emphysema in Children—Its Recognition and Treatment - 

Roy F. Gopparp, M.D., Albuquerque, New Mexico é 
4:05—Fatalities from Bronchial Asthma in Children , 

Lanorr, M.D., Chicago, Illinois 

Ouiver W. Crawrorp, M.D., Chicago, Illinois 
4:15—Bronchia] Asthma Due to Organic Phosphate Insecticides - 


AaRON WEINER, M.D., Fair Lawn, New Jersey 


4:25—Passive Immunization with Human Serum Tetanus Antitoxin 


‘ JosepH J. Kraut, M.D., Los Angeles, California 


4:35—Preseasonal and Coseasonal Treatment of Ragweed Sensitivity with Alum 
Precipitated Pyridine Ragweed Extract 
Marvin A. GERSHENFELD, M.D., Philadelphia, Pennsylvania 
EvizasetH B. Brown, M.D., Philadelphia, Pennsylvania 
Joun Esposito, M.D., Philadelphia, Pennsylvania 


4:45—The Free Amino Acid Content of Pollen 
FreDERICK W. BreBerDorF, Ph.D., San Antonio, Texas 
ArtTHUR L. Gross, San Antonio, Texas 
4:55—Teaching Your Patient About Allergy 


G. Crook, M.D., Jackson, Tennessee 


SECTION ON PSYCHOSOMATIC ALLERGY 


THREE INDEPENDENT AND CONCURRENT WORKSHOPS 


WEDNESDAY EVENING, MARCH 15, 1961, 8:00 P.M. 4 


Chairman: Mirton J. M.D., Detroit, Michigan 
Co-Chairman: Grace M. Tatsott, M.D., San Francisco, California 


Workshop I (Gold Room) ‘6 
Management of Emotional Factors in the Refractory Allergic Patient = = 


Participants: JouHN H. MitrcHett, M.D., Columbus, Ohio 
Mitton J. STEINHARDT, M.D., Detroit, Michigan 
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Workshop II (Silver Room) 
Management of Emotional Factors in the Allergic Child 
Participants: SAMUEL C. BUKANTZ, M.D., Denver, Colorado 


Lewis BERNSTEIN, Ph.D., Jewish National Home for Asthmatic Children, 
Denver, Colorado 


Workshop III (Mustang Room) 


Management of Emotional Factors in the Allergic Child and the Parents 
Participants: HyMAN MiLuer, M.D., Los Angeles, California 
DorotHy Barucu, Ph.D., Los Angeles, California 


PRELIMINARY PROGRAM ite 


WEDNESDAY EVENING, MARCH 15, 1961, 8:00 P.M. 


wl Embassy East 


Bronchopulmonary Physiologic Therapy Committee _ a 
PRACTICAL ASPECTS OF BRONCHOPULMONARY FUNCTION 


Moderator: C.trrorp H. Kats, M.D., Milwaukee, Wisconsin 
M. CoLteman Harris, M.D., San Francisco, California 
Dick H. Hurr, M.D., Oklahoma City, Oklahoma 
ALLAN Hurst, M.D., Denver, Colorado 


"THURSDAY, MARCH 16, 1961. 
8:00 A.M. to 10:00 A.M.—Registration (Mezzanine) 
® 


Morning Session (Junior Ballroom) 


Chairman: Joun H. Mircueryt, M.D., Columbus, Ohio 
Co-Chairman: G. FrepericK Hieper, M.D., St. Petersburg, Florida 
9:00-—-The Value of the Home Visit in the Treatment of the Allergic Patient _ 


JosepH R. WisEMAN, M.D., Syracuse, New York 
Ricuarp D. WiseMANn, M.D., Syracuse, New York 


9:10—The Effects of an Air Purifying Apparatus on Pollen Concentrations and 
rey Bacteriologic Counts 


os Jay SprrceLMAN,. M.D., Assistant, Allergy Section, Department of Medi- 
q 


cine, Albert Einstein Medical Center, Philadelphia, Pennsylvania 


Grorce I. Biumstetn, M.D., Attending Physician, Allergy Section, De- 


partment of Medicine, Albert Einstein Medical Center, Philadelphia, 
Pennsylvania 

HERMAN FRIEDMAN, Ph.D., Microbiologist, Albert Einstein Medical Center, 
Philadelphia, Pennsylvania 


9:20—Removal of Pollen and Fungi from Room Air: Comparison of Air Condition- 
ers and Air Filters 
Uncer, M.D., Chicago, Illinois 
Typee Sue Meyers, M.T., Chicago, Illinois 


9:30—Hypnosis in the Restoration of Physiologic Respiratory Rhythm 
ETHAN ALLAN Brown, M.R.C.S. (England); L.R.C.P. (London), Boston, 
Massachusetts 


9:50—The Results of Hypnosis in Allergic Disease 
L. GotpMan, M.D., Kansas City, Missouri 


10:10—Actively Acquired Tolerance to Simple Chemical Allergens 
Lronarp C. Harser, M.D., Assistant Professor of Dermatology, New York 
University Post-Graduate Medical School, New York, New York 
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11:00—Allergic Respiratory Disorders—Treatment with Parenteral oO 


Methylprednisolone Acetate 
Hersert I. ArseiTer, M.D., Munster, Indiana 
Rosert D. Knapp, Jr., M.D., Kalamazoo, Michigan 7 a 
11:15—Allergy to Flea Bites: Clinical and Experimental Observations ae. ee 


Ben F. Fetncoitp, M.D., Chief, Department of Allergy, Kaiser Foundation 
Hospitals, Northern California, San Francisco, California 
E. Benyamini, Ph.D., Assistant Director in Charge of Division of Insect 
Induced Allergies, Laboratory of Medical Entomology, Kaiser Foundation 
Research Institute, San Francisco, California 

11:30—Antigenic Relationships of Raw and Heat-Denatured Goat’s Milk Proteins 

as Studied by Gel-Diffusion Techniques 

Lioyp V. Crawrorp, M.D., Memphis, Tennessee 
Frep T. Grocan, M.D., Memphis, Tennessee 


11:45—Respiratory and Physical Exercise in the Treatment of Bronchial Asthma: II 
BERNARD T. Fern, M.D., San Antonio, Texas 
EuceniA P. Cox, B.A., San Antonio, Texas 


Harry E. Mattey, M.D., San Antonio, Texas 
12:00—Recent Advances in the Drug Therapy of Asthma Ase 

Joun D. Cuartton, M.D., Greensboro, North Carolina rm 
Afternoon Session (Junior Baliroom) a § 
Chairman: W. Moore, M.D., Portland, Oregon 


Co-Chairman: Davip R. THoMAs, M.D., Augusta, Georgia 


2:00 Globulin andl Alleray 

Guest Speaker: Suevpon Dray, Ph.D., M.D. a6 

~ Laboratory of Immunology, National Institute of Allergy and Infectious | 
Diseases, National Institutes of Health, Bethesda, Maryland 


3:00—Presentation of Bela Schick Award 
Mrs. Maurice C. Barnss, President, Women’s Auxiliary of the American 
College of Allergists, Waco, Texas 


3:15—Annual Business Meeting 


Evening Entertainment 
6:30—Social Hour (Embassy East—Embassy Ballroom—Embassy West 7 
7:45—Annual Banquet (Empire Room) a 


Sectional Meetings 
FRIDAY, MARCH 17, 1961 
8:00 A.M. to 10:00 A.M.—Registration (Mezzanine) 


SECTION ON ALLERGY OF THE NERVOUS SYSTEM 


Chairman: THERON G. RANpotpnH, M.D., Chicago, Illinois 
Co-Chairman: Stanistaus H. Jaros, M.D., Harlingen, Texas 


9:00—Mental and Nervous Manifestations Due to Allergy in n Childhood 
WiiuraM G. Croox, M.D., Jackson, Tennessee 


9:30—Discussion 


9:40—Tremors Due to Inhalant and Food Allergy 

STANLEY L. Go_pMANn, M.D., Kansas City, Missouri 
> BraHAM J. Gena, M.D., Kansas C ity, Missouri 
7 Dewey K. Ziecter, M.D., Kansas City, Missouri 
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10:10—RECESS | =% 
10:20—Tenth Anniversary Showing of Motion Picture—An Acute Psychotic Episode 
Following the Intubation of a Food Allergen (Beets) 
THERON G. M.D., Chicago, Illinois 


11:30—Business Meeting 


FRIDAY, MARCH 17, 1961 
SECTION ON DERMATOLOGIC ALLERGY 


Morning Session (Gold Room) 


Chairman: Maurice C. Barnes, M.D., Waco, Texas 
Co-Chairman: G. Freprrick HiesBer, M.D., St. Petersburg, Florida 


9:00—The Present Status of Testing for Drug Reactions 
Pau. G. Regus, M.D., Associate Professor of Dermatology and Syphilol- 
ogy, University of Alabama Medical College, Birmingham, Alabama 


9:30—Drug Induced Photosensitivity—Laboratory Aspects 
Leonarp C. Harser, M.D., Assistant Professor of Dermatology, New 
York University Post- Graduate Medical School, New York, New York 


10:00—Drug Induced Photosensitivity—Clinical Aspects 
Joun M. Knox, M.D., Associate Professor of Dermatology, Baylor Medi- 
cal College, Houston, Texas 


10:30—Chrome Dermatitis 
Epmunp N. WatsuH, M.D., Fort Worth, Texas 


11:00—Auto-immunity and Skin Disease 
Catvin J. Ditvana, M.D., Clinical Professor of Medicine (Dermatology) , 
University of Arkansas School of Medicine, Little Rock, Arkansas 


11:30—Business Meeting—Election of Sectional Officers 


SECTION ON OPHTHO-OTOLARYNGOLOGIC ALLERGY 


Morning Session (Mustang Room) 


Chairman: Walter E. Owen, M.D., Peoria, Illinois 
Co-Chairman: Leland H. Prewitt, M.D., Ottumwa, Iowa 


9:00—Endocrine Disorders Affecting Nasal and Para-nasal Mucosa and Their 
Relationship to Allergy 
Z. Z. Goptowsk1, M.D., Associate in Medicine and Assistant Professor 
in Pathology, Northwestern University, Consultant Endocrinologist to St. 
Mary of Nazareth Hospital, Chicago, Illinois 
9:45—The Allergic Diseases of the Inner Ear 
Swnety W. Hucues, M.D., Torbett Clinic and Hospital, Marlin, Texas 


10:15—The Relation of Allergy to Otology 
KENNETH L. Crart, M.D., Assistant Professor, Department of Oto- 
laryngology, Indiana University School of Medicine, Indianapolis, Indiana 
10:45—RECESS 


11:00—Extra-ocular and Intra-ocular Allergy 
LeLanD H. Prewitt, M.D., Consultant in Ophthalmology and Otolaryn- 
gology, St. Joseph’s and Ottumwa Hospitals, Ottumwa, Iowa 


11:30—The Role of Sinus Disease in Asthmatic Bronchitis 
Cuirrrorp F. Lake, M.D., Consultant in Otolaryngology and Rhinology, 
Mayo Clinic, Assistant Professor of Otolaryngology and Rhinology, Gradu- 
ate School, University of Minnesota, Rochester, Minnesota 


12:00—Business Meeting 
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PRELIMINARY PROGRAM 
_ SECTION ON PEDIATRIC ALLERGY 


Morning Session (Junior Ballroom) 


Chairman: Howarp G. Rapaport, M.D., New York, New York 
Co-Chairman: Ethel M. Davis, M.D., Chicago, Illinois 


8:00—Breakfast—Syntex Chemical Company 


9:00—Long Term Study of Ragweed Hay Fever Patients 
Sypney Pepvis, M.D., Assistant Physician in Pediatrics and Allergy, Mont- 
7 real Children’s Hospital, Montreal, Quebec, Canada 
ZeuvA R. Fox, 'M.D., Clinical Assistant in Pediatrics and Allergy, Montreal 


a Children’s Hospital, ‘Montreal, Quebec, Canada 
- Harry L. Bacar, M.D., Physician and Director, Allergy Department, 


‘Montreal Children’s Hospital, Lecturer in Pediatrics, McGill University, 
Montreal, Quebec, Canada 


9:20—Electroencephalographic Patterns in Children with Allergic Maniiestations 
Behavior Disorders 

Fow ter, M.D., Department of Pediatrics U.C.L.A. Medical 

_ Center, Los Angeles, California 

_ Ernest M. Heriicnu, M.D., Assistant Professor of Pediatrics (Allergy), 

- U.C.L.A. Medical Center, Los Angeles, California 

RicHArp WALTER, M.D., Division of Neurology, U.C.L.A. Medical Center, 

Los Angeles, California 

HERBERT GrossMAN, M.D., Department of Pediatrics, U.C.L.A. Medical 

Center, Los Angeles, California 

RoserT SmituH, M.D., Department of Pediatrics, U.C.L.A. Medical Center, 

Los Angeles, California 

Jo Hetmy, M.S., Department of Psychology, U.C.L.A. Medical Center, 

Los Angeles, California 
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9:40—Pneumo-Mediastinum and Subcutaneous Emphysema Complicating Bronchial 
Asthma in Children: Report of Four Cases and Review of the Literature 
Joun P. McGovern, M.D., Houston, Texas 
THomMAsS JoHNsToN, M.D., Little Rock, Arkansas 
Epwarp SINGLETON, M.D., Houston, Texas 
OzxKaracoz, M.D., Ankara, Turkey and Houston, Texas 
‘  Axpert E. HENSEL, Jr., M.D., Houston, Texas 


10:00—Further Observations on the Etiology. “of Infantile Cortical “Hyperostosis 
JosepH Rospert Bowman, M.D., Bowman Clinic, Memorial Hospital, 
Johnson City, Tennessee 
Epwin A. Meexs, M.D., Bowman Clinic, Memorial Hospital, Johnson 
City, Tennessee 


Rosert E. Piston, M.D., Bowman Clinic, Memorial Hospital, Johnson 

City, Tennessee ; 

Witiram K. Howarp, M.D., Bowman Clinic, Memorial Hospital, Johnson 


City, Tennessee 
10:20—COFFEE BREAK—Courtesy of Syntex Laboratories 


10:40—Inhalant Respiratory Allergy in Children with Negative Cutaneous Reactions: 
Diagnosis and Treatment 
M. Murray Pesukin, M.D., New York, New York 


11:05—Hearing Disturbances in Allergic Children 
Victor L. Szanton, M.D., Derby, Connecticut 
WILLETTE C. Szanton, M.A., Consultant in Speech and Hearing, Hospi- 
tal of St. Raphael in New Haven, Connecticut, Derby, Connecticut 


11:30—The Philosophy of Management of the Allergic Child 
Victor C. VauGHAN III, M.D., Chief of Pediatrics, Eugene Talmadge 
Memorial Hospital, Consultant Pediatrician, University Hospital, Augusta, 
Georgia 


11:55—Business Meeting 
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SECTION ON PSYCHOSOMATIC ALLERGY—Plenary Session 


Morning Session (Embassy East) 
8:00—Breakfast 


Chairman: Mivton J. STEINHARDT, M.D., Detroit, Michigan 
Co-Chairman: Grace M. Talbott, M.D., San Francisco, California 


9:00—Discussion of Workshop I: 
Refractory Allergic Patient 
Joun H. MitcHe ti, M.D., Columbus, Ohio 
Mitton J. SternHARDT, M.D., Detroit, Michigan 
Reporter: BENNETT Krart, M.D., Indianapolis, Indiana 
Discussant: FRANK FurRSTENBERG, M.D., Baltimore, Maryland 


Management of Emotional Factors 


9:30—Discussion of Workshop II: Management of Emotional Factors in the Allergic 
Child 


SAMUEL C. BuKANTz, M.D., Denver, Colorado 
Lewis BERNSTEIN, Ph.D., Jewish National Home for Asthmatic Children, 
Denver, Colorado 
Reporter: Mery. Fenton, M.D., Detroit, Michigan 
Discussant: DorotHy Barucu, Pu.D., Los Angeles, California 
10:00—RECESS 


{ 10:15—Discussion of Workshop III: Management of Emotional Factors in the iit 
Child and the Parents 


Hyman Miter, M.D., Los Angeles, California 
DorotHuy BARUCH, Ph_D., Los Angeles, California 
; Reporter: Frank Furstenberg, M.D., Baltimore, Maryland 
Discussant: Maury Sancer, M.D., New York, New York 


if 10:45—Review and Critique 


R. L. M.D., Chairman, Department of Psychiatry, South- 
western Medical School, University of Texas. Dallas, Texas 

ALBERT RiepEL, M.D., Child Psychiatrist, Southwestern Medical School, 

University of Texas, Houston, Texas 


Question and Answer Period 


11:50—Business Meeting—Election of Sectional Officers 


SECTION ON TECHNOLOGY 


Morning Session (Ballroom Assembly) 


Chairman: LAMAR B. Peacock, M.D., Atlanta, Georgia 
Co-Chairman: STEPHEN D. Locxey, M.D., Lancaster, Pennsylvania 


9:00—Illustrated Lecture—The Use of Heparin in Allergic Disorders 
Mitton M. Hartman, M.D., San Francisco, California 


James E. Stron, M.D., Seattle, Washington 


10:00—Immuno-Electrophoresis and Its Application to Allergy 
Morris A. Kapitan, M.D., Chicago, Illinois 
10:30—RECESS 
10:50—Preparation of Emulsified Extracts: Practical Demonstration 


ETHAN ALLAN Brown, M.R.C.S. (England) ; L.R.C.P. (London), Boston, — 
Massachusetts 


eg 9:30—Illustrated Lecture—Pollen Collecting 


12:15—Business Meeting—Election of Sectional Officers - 
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Booth 


The Borden Company New York, New York 
Brewer & Company, Inc Worcester, Mass. 
Burroughs Welcome & Co. (U.S.A.) Inc. ..........ccceceeeees Tuckahoe, New York 


Gita Praducts. ANC.. Summit, New Jersey 
The Coca-Cola Company Atlanta, Georgia 


Dallas Radionics Dallas, Texas 
The De Vilbiss Company Somerset, Pa. 
Dorsey Laboratories Lincoln, Nebraska 


Eisele & Company 


Greer Drug & Chemical Corporation Lenoir, North Carolina 


Hollister-Stier Laboratories Philadelphia, Pa. 
Honeywell Minneapolis, Minnesota 


Jackson-Mitchell Pharmaceuticals, Inc. ...........00.0.c::cccc0000 Culver City, California 
Knoll Pharmaceutical Company Orange, New Jersey 


Eli Lilly and Company Indianapolis, Indiana 
Loma Linda Food Company ....................ssscccsessccessereceeseeeee-Atlington, California 


Mead Johnson & Company Evansville, Indiana 
Merck Sharp & Dohme West Point, Pa. 


National Cylinder Gas, Division of Chemetron Corporation ....Chicago, Illinois 


John Oster Manufacturing Company ...................0::ccccseeeees Milwaukee, Wisconsin 


Parke, Davis & Company Detroit, Michigan 


Sandoz Pharmaceuticals Hanover, New Jersev 
Schering Corporation Bloomfield, New Jersey 
Sherman Laboratories Detroit, Michigan 


Texas Pharmacal Company San Antonio, Texas 
The Upjohn Company Kalamazoo, Michigan 
The Vaponefrin Company : New York, New York 


Warner-Chilcott Laboratories ‘Morris Plains, New Jersey 
Westwood Pharmaceuticals Buffalo, New York 
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The opinions expressed by the writers of editorials in the ANNALS do not 


necessarily represent the group opinion of the Board or of the College. 


> 


WITH WHAT WE MUST CONTEND 


The patient, a three-year-old girl, suffered from frequent typical upper 
_ respiratory infections. During the winter months, these occurred approxi- 
_ mately once monthly. She was free of any signs of ill health from May to 
_ October. On one occasion and for several seconds, a wheeze supposedly was 
_ heard but only by her aunt. No medicine was needed. The patient had 
_ never been hospitalized for these illnesses which lasted from three to five 
days. 
Because a grandmother had been afflicted with terminal ‘“‘asthma,” the 
patient was taken to an “allergist.” Skin tests, but only by the scratch meth- 
_ od, were done, and the mother was told (as confirmed by a written report) 
that the child was allergic to “cat hair, feathers, silk, planten (sic) and 
house dust.” Injection treatment for all of these was recommended. Such 
‘ ~ injections were to be given for “eleven years,” and it was said that despite 
more than a decade of these injections, there was no assurance that the 
: child would be “desensitized” or free of asthma. 
_ On the basis of skin tests only, the child was placed on a diet limited to 
_ “whole rye krisps, rye, rice, arrowroot, leaf lettuce with oil and white vine- 
gar, string beans, spinach, banana, pear, apple juice, grape juice, sugar, 
salt, butter and (small quantities) of lamb and beef.” No other foods 
were permitted, but the patient was to take calcium lactate, grains five, 
six tablets daily and polyvitamin drops. 
_ She has never been exposed to “cat hair, silk or planten” and the feathers 
had been eliminated from her home environment. She craved and managed 


TH, 


d 


_ to ingest foods other than those listed and in no case, despite the relatively — 


_ large quantities, did any symptoms appear. 
Examination showed the child to be normal. Skin tests by scratch and 
intradermal methods elicited a small reaction to house dust extract. 
_ She needed no treatment excepting a return to a full diet. 
The list of foods not to be eaten, excepting as noted, has been corrected 
for errors in spelling as, for example, “citrous” for “citrus,” “cream of tartar” 
_ for “tarter,” “blackberry for balckberry,” “pomegranate for pomergranite,” 
“parsnip” for “parsmip,” “vinegar” for “viniger,” “spearmint” for (?) 
“Spear, omt” and “cardamom” for “cardamon.” The list is otherwise 
; __ printed exactly as brought in by the parents to whom it was completely 
incomprehensible. Why were Sorghum, Taro, Poi, Acacia, Senna, Aloes, 
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~~ ~ Persimmon, Quince seed, Papaya, Guava, Juniper, Coffee, Tea, Sesame 
a Cottonseed forbidden to a three-year-old child whose family has always 

a lived in a large city of the northeastern United States? Why was the child 
_ made to follow an unbalanced diet of approximately ten foods for almost 

- two years during which her infections increased in numiber and intensity? 
Why? 


BIOLOGICAL CLASSIFICATION OF FOODS a 


(To Be Avoided) 


Grains Legumes Parsley Family Laurel Family 
Wheat Navy bean Parsley Avocado 
Graham Flour Kidney bean Parsnip Cinnamon 
Gluten flour Lima bean Carrot Bay leaves 
Bran Soy bean Celery 
Wheat germ Lentil Celeriac Olive Family i 
7 Black-eyed peas Caraway Green olive 
Barley Pea Anise Ripe olive 
Peanut Dill 
Licorice Coriander Heath Family ; 
Corn Acacia Fennel Cranberry 
Corn starch Senna Currant 
Morning Glory 
Oats Mustard Family Family Honeysuckle 
Wild rice Mustard Sweet potato Family 
4 Sorghum Cabbage Yam Elderberry . 
J Cane Sugar Broccoli Sunflower Family Citrous Family 
Molasses Brussels sprouts Jerusalem Arti- Orange a 
Turnip choke Grapefruit 
Spurge Family Rutabaga Lemon 
Collard Family Tangerine fy 
Arum Family Celery Cabbage Pomegranate  Kumquat 
Kohlrabi 
Poi Radish Ebony Family Pineapple Family 
Horseradish Persimmon Pineapple a 
Buckwheat Family Watercress 
“Buckwheat Rose Family Papaw Family 
Rhubarb Gourd Family Raspberry Papaya 
Pumpkin Blackberry 
Potato Family Squash Loganberry Grape Family 
Tomato Cucumber Youngberry Grape 
Potato Cantaloupe J Dewberry Raisin ; 
Eggplant Muskmelon Strawberry Cream of tartar 
Red pepper Honey dew > 
Cayenne Casaba ~ Apple Family Myrtle Family 
Green pepper Watermelon we Cider Allspice 
Chili Vinegar Cloves 
Lily Family far] Quince Pimento 
Composite Family Asparagus Quince seed Paprika 
Head lettuce Onion ; Guava 
Endive Garlic Plum Family 
Escarole Leek Plum : Mint Family 
Artichoke Chive Prune Mint 
Dandelion Aloes Cherry Peppermint 
Oyster plant Peach Spearmint 
Apricot Thyme 
Nectarine Sage 
Almond Marjoram 
Savory 
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Beet Black pepper Nutmeg Ginger 
Swiss Chard Tumeric 
Orchid Family Madder Family Cardamom 
Pine Family Vanilla Coffee 
Juniper Tea Family 
Mallow Family Sterculia Family Tea 
-Pendalium Family Okra (Gumbo) Cocoa 
- Sesame Cottonseed Chocolate Birch Family 
Filbert 
Mulberry Family Hazelnut 


es Family Pepper Family Nutmeg Family Ginger Family 


CONCEPT OF COLLAGEN DISEASES 


It is obvious that the various functions of the body require the presence 
_ of elaborately specialized structures composed of substances which, although 
_ produced by cells, are in the main anatomically extracellular, Such are 
the lens of the eye, the vitreous humour, bone, fibrocartilage and cartilage, 
and such condensed systems of collagen fibres as tendons, ligaments, the 
_ dermis, and the heart valves. The critical questions would seem to be 
_ whether changes in these extracellular substances can occur independent 
of cellular or vascular derangement in their neighborhood, and if so 
_ whether these apparently spontaneous extracellular changes may be re- 
garded as the salient feature in a clinically distinct group of diseases. 
These questions have not, I think, been decided yet, but it is probable 
_ that their solution must require methods other than those of classical 
histology, since these, elegant as they are, have been developed mainly 
for the study of the cells rather than of the non-cellular components of 
the tissues. It would perhaps be advantageous also if the changes observed 
in extracellular structures came to be called by names other than those 
used in cellular pathology. The term necrosis, for example, as applied 
to collagen fibres is meaningless, since a cannot die which hz 
_ never, properly speaking, lived—T. D. Day in “Letters,” Brit. Med. Zt 
5210:1455 (Nov. 12) 1960. 


ERRATUM 


In Reference Number 2 of the paper by Amell et al on Page 70 of ise 

_ January, 1961, issue, the correct publication data for the article by E. A. 
Brown et al, entitled “Visualization of the Fate of Injections of Water-in- — 
Oil Emulsions,” should read “To be published” and not “Science (in — 
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Progress in Allergy 


PEDIATRIC ALLERGY 
A Critical Review of the Literature 

SHELDON C. SIEGEL, M.D., F.A.C.A. and 

BAILEY J. LOVIN, JR., M.D. 
Los Angeles, California 


(Continued from the January issue) 


POLLINOSIS 


It is well established that weeds of the family Ambrosia are rarely found 
in Europe, and Europeans are therefore usually not exposed to its pollen. | 
Hughes*** thought it would be of some interest to determine how soon rag- 
weed pollinosis would develop in Europeans immigrating to an area of high 
concentration of ragweed pollen (Hamilton, Ontario, Canada). In_ his 
study of sixty patients, Hughes observed that two had their onset of symp- 
toms in the first year, four in the second year, thirteen in the third year, 
- thirteen in the fourth year, and the balance occurred up to fifteen years | 

= & — their arrival in Canada. Thus it appears that about half of the immi- } 
grants moving from a ragweed-free area to one relatively high in ragweed 

pollen will develop the disease within three to four seasons, if the individual 

has a‘ constitutional predisposition to allergic diseases. 

The incidence of subsequent ragweed pollinosis in symptom-free persons 
having positive reactions to ragweed pollen extracts was studied by Chambers 
and Glaser.**° Of sixty-eight patients 53 per cent developed pollinosis, 88° 
per cent of this latter group developed pollinosis within ten years after skin - 
testing. No relationship between sex or types of skin tests (scratch or intra- | 
dermal) and development of pollinosis was noted. A positive test for rag- 
weed in children under sixteen years of age was more likely to be an 
_ indication of impending pollinosis than a positive test after sixteen years of 
_ age. The authors concluded that the practice of giving ragweed pollen asa 
prophylactic measure along with injections of other allergens to patients 
who have a positive skin test, but who do not have ragweed pollinosis, 
appears justified since there is no evidence to prove that such prophylactic 
measures are harmful. 

Moore**® presented a study of 300 adults and twenty-two children to 
bring attention to “the often-ignored symptoms” of pollinosis. His results 
indicated that 285 of the adults had one or more symptoms of irritability, 
jumpiness, jitteriness, inability to concentrate, nervousness, mental depres- 
sion, carelessness in dress, and poor judgment. Of the children, eighteen 
showed fatigue, difficulty in standing still, chorea-like symptoms, fretfulness, 
irritability and temper. Moore suggested that pollen desensitization would 
be helpful in the treatment of these “extra-respiratory symptoms.” (The 
“extra-respiratory symptoms” described by Moore are symptoms frequently — 
196 
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found in many normal individuals. His observation of these symptoms in 
allergic individuals does not necessarily imply that they are the result of = 
hypersensitivity. At the present time the reviewers would not, without — 
further evidence, feel justified in desensitizing a person with these so-called — 
extra-respiratory symptoms. ) 

Cohen**? reported two cases of atopic dermatitis and allergic contact 
dermatitis in which there was an immediate intracutaneous whealing 

_ response to the aqueous extract and delayed patch test reactions to the oil 

_ fraction of ragweed pollen. The author found that ragweed pollen oil 

_ contains two constituents capable of evoking an immune response charac- 
terized by the development of circulating precipitating antibody. He further _ 
discussed possible explanations for his experimental findings relating to the 
dual immunologic mechanisms of immediate and delayed types of cutaneous — 
hypersensitivity existing in the same patients. + 

Several papers appeared which described volumetric techniques for pollen _ 
counting. All of these authors were in agreement that the volumetric tech- _ 

_ niques have many advantages over the gravimetric method of pollen | 

counting. 

The relationship of pollen in the air to the development of symptoms by 

_ patients has been studied by several authors. Goodwin et al**? found that 

_ the patients’ subjective symptoms seemed to follow the general seasonal 

_ pollen pattern better than their objective findings, although there were many 

_ exceptions. In asthmatic patients, the one second vital capacity was ab- 

_ normal more times than any of the other pulmonary ventilatory tests. Finally 
they noted that the rise of pollen counts in the morning followed, rather than 
preceded, the daily increase in the subjective symptoms for both hay fever 
and asthma. In another study Gurney and Cryst*®* made daily observations 
and examinations of thirteen inmates at the State prison of Southern 
Michigan, six of whom had allergic rhinitis and seven of whom had 
bronchial asthma. Symptoms of these patients were correlated with daily 
pollen gravity counts, the concentration of the pollen as determined by a 
volumetric apparatus six times a day, and the one second and total vital 
capacity. As a result of their findings, the authors made the following 
conclusions: (1) Although a relationship appeared to exist between symp- 

_ toms and ragweed concentration as measured by the gravity counts, a 
correlation between symptoms and frequent volumetric counts over each 
twenty-four-hour period could not be demonstrated. (2) Frequently, pul- 
monary symptoms or signs can be uncovered or observed in patients with 

~ allergic rhinitis. The authors also noted that eosinophilia was higher and 

%, more common in asthmatic patients than in patients with rhinitis. However, 

_ the level of eosinophilia was not related to the severity of patients’ symptoms. 

c Citron, Frankland and Sinclair®** described a technique for measuring 

_ bronchial sensitivity in patients with pollen asthma, which consisted of 

_ determining the differences of forced expiratory volume before and after 

¢ the inhalation of a mixture of grass pollens. Thirteen patients whose 
bronchi reacted to inhalations of pollen were hyposensitized, and twelve 

=~! showed a fall in the bronchial response to a second test. In the subsequent 
_ pollen season all thirteen did well, nine were completely free of asthma and 

_ four were considerably improved; however, five patients not hyposensitized 

_ had the usual asthma. A decrease in the bronchial sensitivity was usually | 

_ correlated with successful hyposensitization. 

The observation that injection of antigen into fetal or newborn animals 
va produced inhibition of specific antibody formation in the mature animal 


(this immunologic phenomenon has recently been reviewed by Smith and 
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Bridges***) suggested the hypothesis that antepartum or neonatal exposure to 
pollen might confer protection against future development of pollen sen- 
sitivity. Reed*®* recorded the birthdays of 150 children with grass pollinosis 
who were born in an area of heavy exposure to grass pollen. No seasonal 
distribution in their birthdays was found. He concluded, therefore, that 
antepartum or neonatal exposure to grass pollen is not a factor in the 
development of pollinosis. 

The role of emotional factors in pollinosis was studied by Rees.*** He 
compared fifty hay fever subjects to a control group of fifty non-allergic 
patients. From the data collected, the author concluded that no specific 
personality pattern was found but that pollinosis patients were rated as very 
anxious, very ambitious and very obsessional. Neurotic symptoms, however, 
were present three times more frequently than in the control group. In 
36 per cent of the hay fever group there was a close temporal association 
between certain forms of emotional tension and the precipitation of symp- 
toms as rhinorrhea or sneezing. The author stressed that psychological as 
well as physical aspects of hay fever patients must be understood and treated. 
Some of the psychological reactions to pollen and to the odor of roses were 
also studied by Hartman.**S This author concluded that some of the psycho- 
logical reactions observed in some of the subjects studied could be regarded 
as a conditioned reflex of the Pavlov type. 


In an editorial, Sherman*® critically analyzed some of the problems 
attendant with standardization of extracts. In this excellent discussion the 
author points out that information available at the present time does not 
permit the establishment of a standard which would truly express the 
potency of any of the common allergens. The author also outlined some of 
the steps that are being taken to help solve this complex problem. In 
another editorial in one of the recent British medical journals, some of the 
hazards of pollen extracts are reviewed.*’” 


Wodehouse*” has further studied the antigenic qualities of pollen by the 
gel diffusion technique. He concluded that in the treatment of hay fever 
from anemophilous Chenopodiales, the pollen of any one member of the 
Amaranthaceae will serve for all members of that family but will furnish 
only partial coverage for some of the Chenopodiaceae, which is an anti- 
genically heterogeneous group and cannot be adequately represented by any 
one species. 


Hyposensitization therapy of pollinosis, both the conventional and newer 
methods, has been reviewed by several authors, Levin*’? presented his 
principles and methods of hyposensitization in hay fever and asthma, par- 
ticularly as related to children. He stated that “a maximum tolerated dose 
has worked best in his hands” and that the determination of the initial dose 
is not simple nor always related to the skin test sensitivity. He further 
pointed out the fallacies involved in utilizing the local reaction as a major 
guide to dosage and included a discussion of the treatment with various 
types of antigens. 

Fuchs and Strauss‘’* presented a clinical evaluation of the method in 
the preparation and standardization of a new water-soluble whole ragweed 
pollen complex suspension. They believed this suspension to be more 
representative of all the allergenic components as they appear in the pollen 
and in a form which lent itself to slow absorption. A series of seventy-eight 
adult patients highly sensitive to ragweed pollen were treated with this 
suspension. A greater tolerance for the suspension was noted, and they 
reported excellent clinical relief in most of their subjects. 
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Interest in the treatment of pollinosis by the repository technique has 
been greatly stimulated by the investigations of Loveless and by Brown. 
Loveless,*** in her original report in 1957, reviewed some of the earlier 
attempts at repository injection of pollinosis. The author used the develop- 
ment of circulating blocking antibodies and the patient’s conjunctival re- 
action as an immunologic gauge of therapy. In an attempt to enhance 
antigenic stimulation and to delay absorption, the author used a modified 
Freund’s adjuvant consisting of mineral oil, an emulsion stabilizer, and non- 
glycerinated pollen extract. In 168 courses administered to pollen-sensitive 
patients, 89.3 per cent reported clinical improvement. In the control group 
of seventy-four courses, 44.2 per cent improvement was observed. Reactions 
occurred in 5 per cent of the patients. 

Brown has also written an extensive series of articles presenting some 
of the historical background for the hyposensitization treatment of pollinosis; 
his techniques of preparation; standardization and administration of 
emulsions; types and number of reactions occurring and the methods of 
preventing them; and, finally, the results achieved with different antigens— 
grass, ragweed, tree pollens and dust.*°*-*!? In the discussion of these papers, 
Brown replied to some of the criticisms that have been made of his studies. 
(One could conclude from Brown’s reports that the repository method in 
the treatment of pollinosis is highly effective and preferable to the con- 
ventional methods of hyposensitization. As yet, the reviewers have not 
adopted this method of treating patients. As Brown has pointed out, there 
are two major considerations for the use of repository allergens in the treat- 
ment of allergic patients, First, is it safe for the patient and, second, is it 
effective in alleviating symptoms? In regard to the first question, the 
thousands of injections administered by Brown and others at least indicate 
that the immediate untoward effects, particularly with the refinements of 
technique and materials recently described, are probably no greater than 
those observed with the administration of conventional extracts or pollens. 
However, the long-term effects of these injections still remain to be deter- 
mined, The answer to the second question (Is this form of therapy effec- 
tive?) is much more elusive. The gratifying reports published today are 
all based on subjective evidence and, with the exception of Loveless’ studies 
where a 44.2 per cent placebo effect was demonstrated, are, for the most 
part, uncontrolled observations, It would be well, before this form of 
therapy receives general acceptance by the medical profession, that further 
well-designed investigative studies be conducted to place this technique, as 
Brown has stated, “on as firm a scientific foundation as is possible.” ) 

Favorable results from the use of hydrocortisone solutions or powder 
insufflated into the nose have been reported by Lake, Logan and Peters,**® 
Taub and Heckt,** and by Morris-Owen and Truelove.*!® Lake et al 
reported a study of eighteen patients including three children. The symp- 
toms of these subjects had not been controlled by conventional therapy... For 
most of these patients, a dose of 15 mg daily divided into three portions was 
found to be adequate to control their symptoms. 


ALLERGY OF THE EYE 


Tuft and Neish*!® made comparative studies of several different types of 
ophthalmic solutions containing epinephrine phenacaine (Holocaine®), 
hydrochloride, hydrocortisone acetate, cortisone acetate and chlorprophen- 
pyridamine (Chlor-Trimeton®) and Estivin® in patients with induced 
reactions of the conjunctival mucosa. These authors concluded that’ the 
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ophthalmic decongestant of any of the products tested and that little or no 
effect was obtained from the corticoid preparations. 

Menger*”’ found tetrahydrozoline to be an effective decongestant in the 
management of allergic conjunctivitis. 

Copeman*'® discovered that 90 per cent of patients with recurrent styes 
were carriers of Staphylococcus aureus in the anterior nares and that applica- 
tion of neomycin and gramicidin ointment to both the nose and eyes was 
helpful in the treatment of the styes. 

Epstein and McCormick*?® reported four cases of allergic conjunctivitis 
from neomycin. The authors stated that patch tests for contact dermatitis 
due to neomycin are usually negative, but the allergic nature of the reaction 
can usually be established by appropriate intradermal tests. 
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ALLERGY OF THE EAR, NOSE AND THROAT 


Solow**® concluded that allergy is an important etiologic factor in some 
cases of serous otitis media and that it should always be suspected in chronic 
middle ear diseases of children. (The reviewers would certanly agree that 
any child who is having recurrent serous otitis media should be investigated 
for a possible underlying allergic rhinitis. ) 

Staloff and Menduke**! performed adenoidectomies in 100 children 
suffering from various degrees of conductive deafness after other forms of 
conservative therapy had failed. After the operation, of seventy-eight 
children tested within two weeks, 40 per cent were cured of their hearing 
loss and an additional 42 per cent were improved. Despite the absence of 
a control group or long-range follow-up, the authors concluded that when 
conductive deafness in a child with adenoid tissue does not respond properly 
to conservative therapy, an adenoidectomy can often lead either to a cure 
or substantial improvement. Bakwin,‘?? on the other hand, in presenting a 
complete review on the pros and cons of tonsillectomy and adenoidectomy 
in children, discussed the relationship of this operation to allergic manifesta- 
tions. In his paper he stressed (1) the high frequency of this operation, (2) 
the potential danger of the operation, and (3) the tenuous evidence that 
it is beneficial. (The reviewers have adopted a conservative approach to 
doing tonsillectomies and adenoidectomies in allergic children and believe 
that the indications for this operation are the same for allergic and non- 
allergic children—recurrent otitis media, conductive hearing loss, marked 
lymphoid obstruction of the respiratory passages, severe chronic tonsillitis 
and recurrent cervical adenitis. In our experience the operation is rarely 
necessary. 

A general discussion of the diagnosis and treatment of nasal obstruction 
in children was recorded by Howard.*?? Among those conditions discussed 
were choanal atresia, foreign bodies, deviations of the nasal septum, chronic 
ethmoiditis, hypertrophied adenoid tissue, allergic rhinitis, polyp formation, 
agammaglobulinemia, Kartagener’s syndrome, anomalies of the aortic arch 
and hypothyroidism. The author stressed that when the obstruction is of 
long-standing and untreated, complications such as adenoid facies, mal- 
occlusion, otitis media and deafness, funnel chest deformity and growth 
failure may be anticipated. 

Jones,*** in reviewing some of the complications of allergic rhinitis, 
stressed the importance of controlling the allergic factors before intervening 
with surgery. 

The problem of nasal polyposis as a complication of allergic rhinitis was 
discussed by Blumstein and Tuft*?® and by Owen.*® Blumstein and Tuft 
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were of the opinion that allergic management is helpful in the majority of 

cases with recurrent nasal polyposis, whereas Owen suggested that the 
surgical approach be considered first. The latter author felt that the in- 
jection of the polyps with steroids was a valuable adjunct in the manage- 
ment of this condition. 

Walker*?* has studied recurrent epistaxis as a complication of allergic 
rhinitis. To determine whether epistaxis was a manifestation of allergic 
disease, he studied sixty children who had experienced recurrent episodes 
three or more times during a twelve-month period. In none of these cases 
was there any clinical or laboratory evidence of any blood dyscrasia or 
defect in the clotting mechanism. At the time of the initial onset of the 
epistaxis eighteen of the subjects (30 per cent) showed definite allergic 
disease as determined by typical findings on physical examination, cytologic 
studies of the nasal secretions, skin tests and elimination diets. Within two 
to five years after the onset of the epistaxis, another fifteen children (25 
per cent) developed allergic disease. An additional eleven cases (18.3 per 
cent) were considered probably allergic because of a history of past allergic 
manifestations with positive family history of allergy. The remaining sixteen 
children (26.6 per cent) showed no evidence of any allergic disease. The 
author concluded that the so-called spontaneous or recurrent epistaxis in 
children is probably an early manifestation of allergy, and in the absence 
of a definite cause of bleeding, urged that a search be made for underlying 
allergic disease. (Physicians who are accustomed to seeing many allergic 
children are aware of the frequent occurrence of epistaxis in patients with 
allergic rhinitis. It is surprising that allergic reactions in the nose as a cause 
of epistaxis are frequently omitted in the standard pediatric texts, and that 
a recent paper on the significance of epistaxis in childhood failed to mention 
allergy as one of the causes of epistaxis in children.***) 


McGovern‘”® compared the results of x-ray examination of the sinuses 
with findings on transillumination in 100 patients including twenty-two 
children with symptoms referable to the sinuses. From the results of his 
data, McGovern concluded that transillumination is of limited value, par- 
ticularly in women and children, in making the diagnosis of sinusitis. 

For the treatment of allergic rhinitis, Ogden and Anderson**® have 
described their experiences using various nasal medications—tyrothricin, 
bacitracin, hydrocortisone and prednisolone. The purpose of administering 
antibiotics intranasally was to determine whether acute flare-ups of allergic 
symptoms could be benefited by controlling respiratory infections. The tyro- 
thricin-treated patients did not show any more improvement than did a 
control group of patients. However, the use of bacitracin intranasally was 
thought by the authors to be of some benefit (although their data did not 
seem to support this conclusion). The studies with hydrocortisone and 
prednisolone were done on a “double-blind” controlled basis to determine 
the amount of relief of nasal symptoms. Their results using hydrocortisone 
revealed some slight degree of benefit in the hydrocortisone-treated group as 
compared with the control group. The authors pointed out, however, that 
the dosage of the hydrocortisone preparation used may have been insufficient 
to give the desired effect. Similar studies with prednisolone, using an initial 
saturation method, frequent application of the material to the nasal mucosa 
for a period of two days, produced beneficial results in thirty patients while 
no results were obtained in a control group similarly treated. (The reviewers 
have also conducted similar double-blind controlled studies using hydro- 
cortisone and prednisolone and found these hormones to be beneficial ad- 
juncts in the management of severe allergic rhinitis.) 
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Bressler**! reported that the instillation of vasoconstrictor medications in 
only one nostril will allow the other nostril to recover from chronic adverse 
effects of such medications and suggested that this procedure would greatly 
simplify the treatment of allergic individuals habituated to intranasal drugs. 


MISCELLANEOUS RESPIRATORY ALLERGY 


Some interesting observations of the effect of environment on the course 
of respiratory allergies have been reported by Ordman.**?-*** He was able 
to separate a “climate group” of patients in whom symptoms were aggravated 
in the coastal regions but were ameliorated inland. These subjects were 
highly sensitive to coastal house dust which proved to be allergenically more 
potent than that from inland sources. No other etiological factors could be 
demonstrated. In reviewing the literature on the subject, Ordman found 
that similar “climate groups” exist in many other countries. Meteorologic 
data in different countries were analyzed, and it was found that the coastal 
regions were characterized by constant high temperature and high relative 
humidity, both within a narrow range, in contrast to the inland pattern 
which was characterized by a wide range of temperature and relative hu- 
midity throughout the day and during the year. Ordman postulated that 
these “coastal” conditions produced a more potent house dust through the 
action of bacteria, fungi, mites, etc., living in and acting on the house dust 
in such a climate. It was also the author’s opinion that hyposensitization 
with extracts of coastal house dust was beneficial in this “climate group” 
of allergic individuals. 

In Israel, Gutmann** studied the various factors which might contribute 
to an elucidation of the relationship of heredity and environment to 
allergy. His paper is a good source of information as to the geographical, 
climatic and meteorologic conditions in Israel. Both heredity and environ- 
mental factors were considered important by the author in producing allergic 
illnesses in children. 

The effect of migration to Miami, Florida, on allergic respiratory disease 
was discussed by Gittelson.*** Fifty allergic subjects from clinics exclusive 
of the allergy clinic and 100 patients attending the allergy clinic were 
interviewed. In the random group thirty-one (80 per cent) experienced 
relief by their migration to Maimi, whereas only nineteen (29 per cent) of 
the group selected from the allergy clinic indicated improvement of their 
allergies as a result of migration. Patients who suffered from Ragweed 
pollinosis improved with migration to Miami. Although a substantial num- 
ber of subjects did improve with the migration, the author did not claim 
that this method of treatment is “good prophylaxis,” since analysis of the 
study groups also revealed that 32 per cent of the group selected from the 
allergy clinic and 22 per cent of the random group had been symptom-free 
prior to moving to Miami. 

(Change of environment appears to have some temporary or permanent 
beneficial effects on the course of respiratory allergies in some allergic sub- 
jects. The improvement following hospitalization and placement in asth- 
matic homes is certainly confirmatory evidence for this effect. The reasons 
for this improvement are far from clear, and it is our belief that the factors 
involved are probably multiple and complex and not just due to differences 
in the type of dust or pollen to which the patient is exposed.) 

Ryssing**’ studied sixty-three children with provocation tests to house 
dust and then re-examined these children with the provocation tests fol- 
lowing treatment with specific hyposensitization to dust. By the techniques 
used, an appreciable level of tolerance was achieved in the majority of 
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children. However, due to lack of control material, it was impossible to 
evaluate completely how much of the increment of tolerance was due to the 
desensitization. Clinical results also appeared to be best in the group with 
the highest tolerance to this allergen. The author, however, stressed that in 
spite of specific dust hyposensitization, environmental control measures in 
the house should be carried out as extensively as possible. 

Wood and Walker**® stressed that the early recognition of respiratory 
allergy and its proper management can prevent disability in later life. They 
stated that in infancy, hypersensitivity reactions to inhalants have largely 
been ignored. The authors cite their own experiences of treating more than 
150 infants under two years of age with specific desensitization. Most of 
these children had “continual colds, persistent cough, croup, recurrent otitis, 
and pneumonitis—severe eczema and frank asthma were rare.” More than 
75 per cent of the infants showed significant reactions to house dust and 30 
per cent to pollens. Patients who did not react to dust were also treated with 
dust vaccine, and the authors claimed that 90 per cent of the dust-sensitive 
infants were relieved of symptoms within a month and subsequently devel- 
oped mainly pure infections. Those having repeated febrile episodes were 
given respiratory vaccine along with the dust. The high dilution technique 
of Hansel was employed in hyposensitizing the infants. (Although the 
reviewers would agree that early recognition and management of infants 
with allergic diseases is basic to the prevention of later complications, it has 
not been our experience in bona fide cases of allergic respiratory disease in 
infants that most of these children require hyposensitization. Certainly before 
hyposensitization with dust alone is generally recommended for this age 
group, a more critical evaluation of the therapeutic regimen recommended 
by Wood and Walker would be in order.) 


MacLaren and Haber**® studied the effects of hyposensitization with dust 
at two different dosage levels in children. Two comparable groups of children 
with allergic sensitivity primarily to house dust were treated respectively 
with low (1:1,000,000) and high (1:100) concentrations of house dust 
extract (Endo®). In the two groups there were forty-seven patients with 
asthma, five with chronic allergic rhinitis and ten with both. After an 
average of sixteen to eighteen months of injection treatment, good to ex- 
cellent results were obtained by 75 per cent of the patients on low dosage 
and 80 per cent on high dosage. Change of dosage from low to high in 
five cases and from high to low in five others made no perceptible differences 
in the results. Continuous and regular treatments seemed to be more im- 
portant than the size of the dose. The authors postulated that the apparent 
effectiveness of small doses of dust extract may be due to the polysaccharide 
nature of the material which persists as an active antigen in the tissues. 
(It is unfortunate that the authors did not include a control group in the 
evaluation of high dosage versus low dosage dust therapy. The inclusion 
of such a group might have shed additional light as to the reason both groups 
treated responded in a similar fashion. It is also conceivable that the tech- 
niques used to evaluate the patients’ results were not sensitive enough to 
pick up “real” differences that may have resulted. The results observed by 
MacLaren and Haber are also at variance with those observed by John- 
stone**® who found that the administration of minute doses of pollen antigens 
was not as effective as the higher doses in the treatment of pollinosis. ) 


The relationship of non-diphtheritic croup to allergy was studied by 
Philipson.*41 One hundred sixty-one croup cases and 114 control subjects 
were investigated by questionnaire as to differences in the incidence of the 
following diseases: asthma, vasomotor rhinitis, eczema, urticaria, and croup. 
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The results of this investigation suggested that there is no correlation between 

croup on the one hand and asthma, vasomotor rhinitis, or urticaria on the 
other in the populations studied. However, some relationship was noted 
between croup and eczema, and the author speculated as to whether this 
might be coincidental even though the relationship was statistically signifi- 
cant. The author concluded that a non-infectious factor is probably in- 
volved in this syndrome and that the general incidence of croup among 
children in the population studied was roughly 4 per cent to 5 per cent. 

On the other end of the scale, Parrott, Chanock and Vargosko**? found 
that a virus diagnosis could be assigned to more than half of forty-seven 
children with croup studied during a one-year period. Type 2 hemadsorp- 
tion (an Asian influenza virus) was the agent most frequently detected in 
this group: of children. 

Davison‘** reviewed his experiences in 140 children with acute laryngeal 
obstruction of whom twenty-eight required a tracheotomy. He reported on 
the use of steroid therapy in thirteen cases of acute subglottic laryngitis and 
found that in every case, this therapy obviated the need for tracheotomy. 
He also presented a case history which illustrated the rapid improvement 
induced by hydrocortisone administered by intravenous drip in infectious 
subglottic laryngitis in an atopic child. (The reviewers would like to warn 
against relying solely upon the corticosteroids in the treatment of laryngeal 
obstruction. Certainly in acute epiglottitis due to Hemophilus influenzae it 
could be argued that the administration of the corticosteroids might facili- 
tate the growth of the organism. Furthermore, the obstruction occurs so 
quickly in this disease that it would seem unlikely that the hormones would 
be any more effective in alleviating the immediate acute symptoms than 
they are in asthma.) 

A number of papers have appeared on the subject of chronic bronchitis, 
particularly from England where this disease appears to be more of a 
problem.*****° Koval, Alway and England*** presented a clinical study of 
twenty cases of chronic bronchitis and discussed the theories of patho- 
genesis. of this disease. They believed that the treatment is primarily 
symptomatic with vigorous attacks being directed at each exacerbation. 
They further felt that chronic bronchitis is an important cause of the po- 
tentially dangerous complications of emphysema and pulmonary heart 
disease. That some bronchospasm is present in patients with chronic bron- 
chitis was demonstrated by Robinson, Woolley and Altounyan**’ who 
showed that practically all of the patients with chronic bronchitis had an 
improvement in their forced expiratory volume after inhalation of powdered 
isoprenaline. In uncontrolled studies, Robinson et al**® considered the use 
of powdered desoxyribonuclease and chymotrypsin insufflated into the 
bronchial tree and Parsons,**® the intramuscular injection of chymotrypsin 
as being beneficial in the treatment of chronic bronchitis. On the other 
hand, Cohen and Dwyer*®® found the use of intramuscular trypsin in 
chronic bronchitis to be of equivocal benefit. 

Bendkowski**! in observing the effects of Asian flu on 344 patients, 124 of 
whom were allergic, concluded that the allergic subjects were more severely 
afflicted by the influenza, developing bronchitis, asthma and pneumonia _ 
more readily than the non-allergic patients. The incidence of after-effects _ 
among allergic patients was also higher than in the non-allergics. 4 

Objective evidence that “smog” may have some detrimental effects on 
a subjects with asthma has been provided by Motley, Smart and Leftwich.**? 
Zs. These authors studied the direct respiratory effects on sixty-six volunteers, 
am forty-six of whom had pulmonary emphysema. Measurements were ob- 4. 
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tained of the total vital capacity, timed vital capacity, maximal breathing 
capacity, residual air, and rate of nitrogen washout during oxygen breath- 
ing. These were used as criteria for the improvement noted when subjects, 
after breathing either smoggy air or clear Los Angeles air, were allowed to 
breathe air filtered through activated carbon. The most significant im- 
provement found was the decrease in the volume of residual air noted when 
emphysematous subjects breathed filtered air for not less than forty hours. 
The severity of emphysema was aggravated by smog. However, there were 
no significant changes in the lung volume measurements in normal subjects 
when breathing smoggy air as compared to filtered air. 

Since a non-productive cough in allergic children is frequently difficult to 
control, new preparations Which may be helpful in controlling their symp- 
toms are always of interest to the allergist and pediatrician. One such prepa- 
ration designed to prolong the effects of cough suppression was studied by 
Townsend.*** The compound, containing an ion exchange resin to effect 
sustained release of two antitussive agents—phenyltoxamine, an antihista- 
mine, and dihydrocodeinone, was tried in 356 pediatric subjects. The dose 
administered of the compound was 14 teaspoon for infants under one year, 
one-half teaspoon for children from one to five years and 1 teaspoon for 
children over five years of age every ten to twelve hours. Townsend con- 
cluded from his observations in these children that a combination of the 
antihistamine with dihydrocodeinone sulphonic acid resin complex effec- 
tively prolonged the antitussive action on these agents. (The reviewers have 
also been favorably impressed with the prolonged action of this compound 
which is available commercially as Tussionex.® However, it should be 
emphasized that this preparation, as well as other morphine derivatives, 
should be avoided in patients with ventilatory impairment because of the 
dangers of suppressing the respiratory center.) 

Another new antitussive preparation (Tessalon®), a non-narcotic agent, 
has been investigated in allergic subjects. Simon*****> in two separate com- 
munications concluded that this drug was very helpful in reducing the cough 
in 80 per cent of the patients studied. No toxicity or side reactions of any 
kind were noted with administration. Gregoire et al**® also demonstrated 
that Tessalon® was shown to control experimentally induced coughing 
in nine out of ten patients receiving 10 mgs, intravenously and it appeared 
to be of value in twenty-eight patients with chronic cough under treatment 
for tuberculosis. However, despite clinical improvement, no improvement 
in pulmonary function tests could be shown with Tessalon. Michelson and 
Schiller**’ studied the effects of Tessalon on pulmonary function in ten pa- 
tients with bronchial asthma. No significant alteration of lung volumes or 
expiratory flow rate were noted. In most instances, the minute ventilation 
increased and simultaneously the patients experienced ease in breathing. 
Significant objective bronchodilator activity with the given dosage was not 
observed. Darke et al*®* similarly found that the intravenous injection of 
this drug had no apparent affect on the minute volume, intrathoracic pres- 
sure, air flow, respiratory or pulse rate and blood pressure. They were also 
unable, in a double-blind test with Tessalon, to confirm the antitussive action 
of this drug which had been previously reported by other observers. (Lim- 
ited observations by the reviewers have also found the use of this drug 
disappointing in children.) 


GASTROINTESTINAL ALLERGY 


The cause of aphthous stomatitis remains obscure. Nevertheless, an 
allergic etiology, although never proven, has been suspected by various 
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authors because of the apparent onset following the ingestion of certain 
foods. In previous studies Tuft and Ettelson*®® were able to reproduce these 
ulcerative lesions by direct application of citric acid and acetic acid to the 
buccal mucosa. In an extension of their original observations, Tuft and 
Girsh*® studied four organic acids—citric, acetic, tartaric and lactic. Positive 
buccal mucosal contact tests occurred only with citric and acetic acids. 
Lactic and tartaric acids gave negative tests and were not considered to be 
of etiologic importance. The authors also found that a history of canker 
sores was much more frequent in allergic than in non-allergic control pa- 
tients. None of the non-allergic patients in the control group gave a positive 
canker sore reaction as a result of testing. The utilization of this method of 
testing in the diagnosis of food allergy in skin test-negative patients and in 
drug allergy was suggested by the authors. (Since the therapy of this entity 
is very unsatisfactory, it is hoped that Tuft and Girsh’s studies will be con- 
firmed. However, some doubt on the effectiveness of this procedure has 
already been cast by the report of Kutscher et al.*®1 These authors in study- 
ing ten patients with recurrent aphthous stomatitis were unable to demon- 
strate any positive tests with the application of citric acid and related com- 
pounds and concluded that citric acid was not an etiologic factor in the 
lesions of the subjects studied. ) 


Sircus and his colleagues,**? using “blind” controlled therapeutic trials, 
found folic acid, nicotinamide, riboflavin, a vitamin B mixture, small doses 
of cortisone by mouth, ethisterone, and local irradiation of the mouth in- 
effectual in the treatment of this condition. In a later study Sircus,*** again 
using the double-blind investigative technique, compared the effects of a 
placebo, an antibiotic, framycetin sulphate, and framycetin combined with 
1 mg. of prednisolone, all administered in lozenge form. It was interesting 
to note that the dummy lozenges produced a reduction of over 50 per cent 
in the frequency of duration of ulcers in six of the thirteen subjects. Never- 
theless, this author concluded that the steroid hormones have a useful but 
limited application in the treatment of aphthous stomatitis. Truelove and 
Morris-Owen** also found that local application of a water-soluble com- 
pound of hydrocortisone was helpful in the management of these patients. 
(On the other hand, others in the past*®* concluded that this method of 
therapy was not very helpful.) 


A consultant answering a question about the use of nystatin in the treat- 
ment of this condition stated that this preparation can be helpful in cutting 
down secondary invasion by microérganisms that are generally found in the 
mouth.**® Wood**? in a letter to the editors of the British Medical Journal 
described a simple therapy (which the reviewers have also used effectively) 
consisting of the application of tincture of benzoin compound on a pledget 
of cotton-wool to each ulcer. (It is clear from these reports that the etiology 
of aphthous stomatitis remains unknown and that a hypersensitivity mech- 
anism has not been definitely demonstrated to play a role in this disease. 
Although some measures may be helpful in the symptomatic relief of the 
pain associated with these ulcers, in general the management of this disease 
is very unsatisfactory. ) 


In a study of 1,246 children with geographic tongues, Rahamimoff and 
Muhsam*** found seborrheic dermatitis and spasmodic bronchitis to occur 
more frequently in these children than in non-afflicted children. They also 
noted that the seborrheic dermatitis seemed to occur first during the first 
six months of life, followed by the spasmodic bronchitis and finally the geo- 
graphic tongue. (The reviewers have not noted an increased incidence of 
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geographic tongue with seborrheic dermatitis but have been definitely im- 
pressed with the frequency of its occurrence in allergic children whether 
they have atopic dermatitis or bronchial asthma.) 

In an uncontrolled study of 152 infants, Speer*®® concluded that allergy 
seems to be an important factor in colic based on the findings of a strong 
family history of allergy, the effective relief by substitution of foods and the 
high incidence of allergic sequelae as shown by a ten-year follow-up of the 
patients. (Although “colic” can be unquestionably allergic in origin, there 
are many other causes of this syndrome, some of which can be determined 
and others which defy our diagnostic acumen. It should be emphasized 
that mere substitution of a milk-free formula or other dietary changes 
which are followed by the alleviation of the “colic” is not conclusive evi- 
dence that the symptoms were on a hypersensitivity basis. ) 

A great many papers on the celiac syndrome have again appeared in the 
literature. A comprehensive review of the subject including a summary of 
his own investigative studies was presented by Sheldon.**° Since Dicke’s 
original report in 1950 that children with celiac syndrome could be suc- 
cessfully treated with a diet free from wheat and rye (foods containing 
gluten), a great many investigators have confirmed his original observa- 
tions.*7! Recent studies by Alvey et al,‘7* Weijers and van de Kamer,*"* and 
Frazer et al*™* have all suggested that a toxic effect of gluten is probably due 
to a peptide containing glutamine and that there may be a deficiency of a 
specific intracellular enzyme necessary for the deamination of this peptide. 
None of these authors were able to demonstrate that the untoward effects 
of gluten, or the toxic intermediate gluten fractions of metabolism, were on 
an allergic basis. 

Fletcher and McCririch*”® pointed out that a gluten-free diet used in 
the treatment of celiac syndrome may lack essential nutrients unless care 
is taken in its construction. These authors also provided a list of gluten- 
containing, as well as gluten-free, foods to aid in making up diets for these 
patients. (Although this list has been found helpful in preparing gluten- 
free diets for patients, a list of processed foods manufactured in the United 
States, which to the reviewers’ knowledge is not available, would be more 
practical. ) 

Moulton‘’* in studying the effects of oats in the diet of celiac patients, 
found these patients could, without ill effect, tolerate up to two ounces of 
oat flakes per day. 

Although gluten-free diets, as mentioned above, have been known for some 
time to be beneficial in the treatment of celiac syndrome in children, their 
use has only recently become generally accepted as being beneficial in the 
treatment of adult patients.*’"-**° Thus it appears that celiac disease in 
children and idiopathic steatorrhea in adults are likely to be one and the 
same disease. On the other hand, tropical sprue appears to be a separate 
disease and these subjects do not react adversely to the ingestion of gluten.**? 
In adult patients who have failed to respond to gluten-free diets, the use 
of corticosteroids has been found to be beneficial in some cases.*®?:*8* 

Although gluten has been incriminated as the toxic agent in most cases of 
celiac disease and idiopathic steatorrhea, other causes of these malabsorptive 
syndromes are well known. A complete comprehensive review, including a 
classification of the malabsorptive conditions, was presented by Volwiler.*** 

Cortner*®® described four cases of giardiasis associated with a celiac-like 
malabsorptive disease. In each there was a history of typical foul greasy 
stools, failure to thrive despite large appetites, physical findings of muscle 
wasting and protuberant abdomen, and laboratory studies which demon- 
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strated steatorrhea and malabsorption (by vitamin A tolerance test). Mi- 
croscopic examination of the duodenal aspirate revealed numerous active 
forms of Giardia lamblia and cysts of this parasite in the stools. With the 
administration of quinacrine there was a complete clinical remission of the 
celiac symptoms. 

An allergic etiology was postulated by Davidson*** in a one-year-old child 
with celiac disease apparently due to the ingestion of beta-lactoglobulin in 
cow’s milk. This case is particularly interesting in that the steatorrhea and 
diarrhea persisted while the child was being fed Nutramigen,® a_hy- 
drolyzed milk protein, and clear when the infant was fed Soybee.® 
Thus it appeared that there was a sufficient quantity of beta-lactoglobulin 
in the Nutramigen,® in spite of hydrolization, to produce the syndrome. 
Pancreatic digested beta-lactoglobulin also caused a steatorrhea and _ in- 
creased number of stools. Skin tests to beta-lactoglobulin were positive, but 
attempts to demonstrate antibodies by passive transfer were unsuccessful. 
As stated earlier, an allergic etiology was postulated; however, the possi- 
bility of a specific enzymatic defect in the digestion of beta-lactoglobulin 
was also considered. 

Johnstone and McCoord**’ were also of the opinion that the celiac syn- 
drome can occasionally be on an allergic basis. These authors studied the 
frequency of allergic steatorrhea in hospitalized pediatric patients and their 
fat absorption. The criteria used by these authors for making the diagnosis 
of allergic enteritis or “early celiac syndrome” were (1) the child should 
have most of the characteristic symptoms of the celiac syndrome and 
(2) association of these symptoms with an allergic process. Using these 
criteria for making the diagnosis, the authors found the incidence of allergic 
diarrhea to be 3.3 per cent in infants and 0.8 per cent in children over two 
years of age. The vitamin absorption tests of twenty-one of these subjects 
resembled those observed in cystic fibrosis of the pancreas—normal absorp- 
tion of the water-soluble vitamin A, and poor absorption of the ester form of 
vitamin A. (Although other criteria were also used in making the diagnosis 
of allergic enteritis, Johnstone and McCoord considered finding three or 
more eosinophils per 100 leukocytes in the stool ‘“‘as indicative of gastro- 
intestinal allergy.” Based on our own experiences, it is our belief that 
stool eosinophilia does not have the same diagnostic significance as nasal 
eosinophilia. In further support of this contention is Mattheson’s et al®® 
evidence that stool eosinophilia can be demonstrated in the normal infant.) 

Green, Cooke and Lattanzi‘** described the occurrence of celiac-like 
symptoms in three patients who had either a ganglioneuroma or a ganglio- 
neuroblastoma. These authors hypothesized that the tumors prodced ex- 
cessive amounts of 5-hydroxytryptamine which in turn produced an effect 
upon the gastrointestinal tract. In corroboration of their hypothesis, they 
cite the evidence that carcinoid or argentaffin carcinomas have been shown 
to excrete large amounts of serotonin which has a marked effect upon the 
gastrointestinal tract of both man and animals. They referred to the work 
of Kowlessar et al**® who demonstrated a significant increase in the secretion 
of 5-hydroxyindolacetic acid in six patients with symptomatic non-tropical 
sprue. Haverbach and Davidson**® have also reported an increase in the 
excretion of this metabolite in two patients with known tropical sprue and 
one with Whipple’s disease. None of these cases had the other symptoms 
associated with a functioning carcinoid. 

It has been suggested that in the sprue syndrome, including celiac disease, 
intestinal bacteria normally confined to the lower intestine invade the upper 
small intestine in large numbers, resulting in competition between bacteria 
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and the host for common essential nutrients, particularly B-complex vitamins. 
Anderson and Langford,*®! in studying the bacterial content of the small 
intestine of healthy children and patients with celiac disease and fibrocystic 
disease, were unable to demonstrate a fecal type of flora in the small intes- 
tines, nor could they show any association between steatorrhea and abnormal 
small intestinal flora. 

Davidson and Bauer**® in studying the value of the microscopic examina- 
tion of the stool for extracellular starch in the diagnosis of starch intolerance, 
found that among 203 specimens obtained from children with no peri-gastro- 
intestinal disease, 43 per cent contained some extracellular starch by micro- 
scopic examination. They concluded that the presence of some microscopic 
extracellular starch in the stool is normal, hence, the iodine test for extra- 
cellular starch in the stool is not a useful tool in the diagnosis of starch 
malabsorption. 

Lagercrantz, Winberg and Zetterstrom*** reviewed the extra-colonic mani- 
festations of forty-eight children with chronic ulcerative colitis and concluded 
that most of the skin, joint, mouth and vascular manifestations were due to 
hyperergic ‘reactions. In studies of adult patients with ulcerative colitis, 
both Truelove*** and Watkinson**® found that topical therapy with hydro- 
cortisone was effective in bringing about a symptomatic remission. 

Pounders**® described a syndrome in infants with transitory proctalgia 
during defecation which was attributed to food sensitivity. As evidence that 
this sydrome is allergic in origin, the author stated, “major allergic disturb- 
ances practically always exist in one or both parents or in one or more of 
the siblings.” In the one case she presented, the infant continued to have 
the “syndrome” in spite of the dietary changes. (Certainly better evidence 
than that presented by the author is necessary before symptomatology of 
this nature could be accepted as being allergic in origin.) 
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PLACEBO ACTIONS 


The term placebo has taken on many implications not within the — 
philologic meaning of the words, for example, negative (i.e., un- 
desirable) placebo actions. As the word is currently used in clinical 
evaluations, it includes a complex of visceral, somatic and psychic 
responses to the physician, to his presence, to his word, to his ad- 
ministrations, and to his medications. Such an action is in handling all 
medication regardless as to whether it is useful, hazardous, impotent, 
inert, unpleasant, inadequate, or inappropriate, or, for that matter, 
new or old, as long as it is prescribed by the physician. 

Since there is no escape from placebo action, to be certain that this 
is not the only effect of a drug under examination, it is absolutely 
essential to have some means of indicating that the effect of the drug 
is in excess of “pure” placebo effect. Such a measure provides the 
only defense against this suggestion. The results reported after the 
administration of the drug are due only to placebo actions. In using 
a placebo control it is well to recognize that immunology provided by 
the balance, the placebo effect is not restricted to one pan and the drug 
action to the other, Since placebo action is inherent in every active 
medicating by the physician, there is, in fact, placebo in both pans, and 
the scales may be measuring the difference between them. That is to 
say, placebo effect is exerted on both pans at all times, and the only 
measurement is of that which the drug may provide in excess of its 
inherent placebo action and, in the event that the two do not sum- 
nate but overlap, it measures merely drug action which is not masked 
by placebo action——-WALTER Mope tt, Cornell University Medical 
C ‘ollege, New York, “The Sensitivity and Validity of Drug Evaluations 
in Man,” Clinical Pharmacology and isin sii 1:769, Nov.-Dec. 
1960. 
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Loeffler’s syndrome. 
Marvin Garrell, Arch. Int. Med., 106:874 (Dec.) 1960. 


Erythema multiforme exudativum (Stevens-Johnson syndrome) treated with gamma 
globulin. 

Everett C. Claus, J. Periodontology, 31:207 (Apr.) 1960. 
Psychologic aspects of bronchial asthma. 
Sidney S. Kripke, Amer. J. Dis. Child., 100:935 (Dec.) 1960. —_ -_—e 


+ - 


Hematologic disorders due to immune mechanisms. 


Leo Weiner, New York J. Med., 60:4029 (Dec. 15) 1960. 


Studies on procaine allergy with reference to urticaria due to procaine penicillin 
treatment. Serologic and skin tests and their clinical value in penicillin allergy. 
Review of the literature. 

Ake I. B. Fernstrom, Acta Dermatovener., 40:273, 1960. 


Prurigo besnier (atopic dermatitis) with special reference to the role of allergic 
factors. I. The influence of atopic hereditary factors. 
George Rajka, Acta. Dermatovener., 40: 285, 1960. 


Artificial tumors in dog bronchus and their implications in production of experimen- 
tal emphysema. 
G. L. Haidak, J. J. Gregory, W. Beautyman, Proc. Soc. Exp. Biol. Med., 105: 66 
(Oct.) 1960. 


Antitussive properties of morpholinethylmorphine (pholcodine). 
Michael G. Mulinos, Toxicol. Appl. Pharmacol., 2:635 (Nov.) 1960. 


Neural mechanisms of abnormal respiration in humans. 
Fred Plum, M.D., Seattle, Arch. Neurol., 3:484 (Nov.) 1960. 


Influence of heparin on thrombocytopenia in allergic reactions. 
Stig-Arne Johansson, Ante Lundberg and Hans-Eric Sjoberg, Acta Med. Scand., 
168:165 (Fasc. 3) 1960. 


Idiopathic respiratory distress syndrome of the newborn. 
Arnold J. Rudolph, M.D., and Clement A. Smith, M.D., J. Pediat., 57:905 
(Dec.) 1960. 


Amples variations du degre de lallergie pulmonaire produites par administration 
d’allergenes par voie respiratoire. 
R. Tiffeneau, Int. Arch. Allergy, 17:193, 1960. 


Tests of ventilation in males sixty years of age and over. 
A. Wigderson and M. Kohan, Canad. Med. Ass. J., 83:1068 (Nov. 12) 1960. 


Incorporation of labeled amino acids in antibodies synthesized in vitro by cells of 
immunized rabbits. 
Alain Bussard and Vinh A. Huynh, Biochem. Biophys. Res. Communic.. 3:453 
(Nov.) 1960. 


Resynthesis of precipitating antibody from univalent fragments. 
A. Nisonoff, Biochem. Biophys. Res. Communic., 3:466 (Nov.) 1960. — 


Testing hypotheses by experiment. 
James K. Feibleman, Perspect. Biol. Med., 4:91 (Autumn) 1960. 


Idiopathic and secondary thrombocytopenia purpura: clinical study and evaluation 
of 381 cases over a period of 28 years. 
Charles A. Doan, Bertha A. Bouroncle and Bruce K. Wiseman, Ann. Intern. 
Med., 53:861 (Nov.) 1960. 


Anaphylactogenic properties of soluble antigen-antibody complexes in the guinea pig 
and rabbit. 
William O. Weigle, Charles G. Cochrane and Frank J. Dixon, J. Immun., 


85:469 (Nov.) 1960. 
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News Items 


Ae ALLERGY FOUNDATION OF AMERICA 


The Scientific and Educational Council of the Allergy Foundation of America 
announces the availability of a limited number of quarterly or summer scholarships 
at $600 each in approved medical schools in the United States and Canada. These 
scholarships are available to students who have creditably completed their second 
or third year in medical school. They will extend for a minimum of eight weeks 
during which the student will receive training and experience both in clinical and 
research allergy. 

Each medical school has been invited to submit the name of one applicant through 
the Dean’s office with a letter from the Dean in support of the Candidate’s appli- 
cation, outlining the Candidate’s medical school record, the proposed research project 
and under:whose sponsorship it will be carried out. Direct applications from students 
will not be considered. All applications must be filed no later than March 1, 1961, 
and should be sent to Dr. William B. Sherman, Chairman, Scientific and Educational 
Council, Allergy Foundation of America, 801 Second Avenue, New York 17, New 
York. 

This program of student summer scholarships was initiated by the Foundation 
in 1956 when ten such scholarships were awarded. Twenty scholarships were 
awarded in 1957, twenty-two in 1958, twenty-five in 1959 and thirty in 1960. While 
it is hoped that at least this number will be awarded this year, it is not anticipated 


that support will be forthcoming for all applicants. : _ 


SYMPOSIUM ON THE ALLERGIC CHILD 


A one-day Symposium on the Allergic Child will be held on Tuesday, April 4, 
1961, in Montreal Canada, under the auspices of the Department of Pediatrics of 
McGill University and the Department of Allergy, The Montreal Children’s Hos- 
pital. 

Conference Chairman will be Alan S. Ross, M.D. 

Conference Moderator will be Harry L. Bacal, M.D. 

_ Participating speakers will be: 


Harry L. Bacal, M.D. Montreal, Quebec 

Cecil Collins-Williams, M.D. Toronto, Ontario 

William C. Deamer, M.D. San Francisco, California | 
Susan C. Dees, M.D. Durham, North Carolina © 
Douglas E. Johnstone, M.D. Rochester, New York 
George B. Logan, M.D. Rochester, Minnesota 
Harry L. Mueller, M.D. _ Boston, Massachusetts 
Howard G. Rapaport, M.D. New York, New York 
Bram Rose, M.D. Montreal, Quebec 


iia will be no fee for Conference registration due to the generosity of Mead 
Johnson of Canada, Ltd. For complete program and registration forms, write to 
Dr. H. L. Bacal, Director, Department of Allergy, The Montreal ese: Hos- 
pital, 2300 Tupper Street, Montreal 25, Quebec. 
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Papers of Interest 


Krantz, Jr., J. C.: The pharmacologic approach to bronchial asthma. Penn. Med. J., 
62:1817 (Dec.), 1959. 
A summary of symptomatic treatment. Suggests improvements in methods of 
approach. 


Hoigne, R., and Schoch, K.: Anaphylactic shock and acute non-allergic reaction after 
procaine-penicillin. Schweiz. med. Wochschr., 89:1350 (Dec. 26), 1959. 
One more! 


Bereston, E. S.: Reactions to antituberculous drugs. J. Invest. Dermat., 33:427 
(Dec.), 1959. 
Following isonicotinic acid hydrazine and para-amino salicylic acid treatment, a 
follicular acne-like eruption appeared. | 
Ochsner, Alton: Carcinoma of the lung. J. Am. Geriatrics Soc., 8:159 (March) 
1960. 


A convincing review of the present state of the title subject. 


Jha, C. D., and Sinha, Y. K.: Histamine content of blood and skin sensitivity to 
histamine. Ind. J. Med. Res., 48:41 (Jan.) 1960. 
The normal histamine content has a mean level of 0.0566 ug/cc of blood. The 
histamine content of blood is raised in tropical eosinophilia, and is about five 
times higher than the normal level. 


Shivpuri, D. N., Viswanathan, R., and Dua, K. L.: Studies in pollen allergy in 
Delhi area. Ind. J. Med. Res., 48:15 (Jan.) 1960. 
Botanical field survey of Delhi area has revealed the absence of ragweeds and 
such anemophilous allergenic trees which are commonly the cause of allergy in 
temperate countries. Important anemophilous plants of the area are grasses, 
sedges, Xanthium, Cannabis, Dodonea, Ricinus, Putranjiva, Ailanthus, Sal- 
vadora; Morus, and members of the families Amarantaceae and Chenopodiaceae. 


Shivpuri, D. N., Viswanathan, R., and Dua, K. L.: Studies in pollen allergy in Delhi 
area. Ind. J. Med. Res., 48:21 (Jan.) 1960. 
Pollens are perennially present but, from August to October, grass pollens and 
those of the weeds Cyperacae, Amarantaceae and Chenopodiaceae predominate, 
while tree pollens attain their highest concentration from February to April. 


Lipman, Daniel G.: Stress and hypertension: use of antistress diet and antihistamine. 
J. Am. Geriatrics Soc., 8:177 (March) 1960. 
Convincing study in need of confirmation by allergists who treat hypertensive 
patients. 


Knowles, John H., and Smith, Lloyd H., Jr.: Extrapulmonary manifestations of 
bronchogenic carcinoma. New England J. Med., 262:505 (March 10) 1960. '? 
A paper which one day you may wish you had read. 4 
Eisenberg, Ben C.: Use of hydroxyzine-theophylline-ephedrine combination for re- | 
lief of asthma. Clinical Medicine, 7:275 (Feb.) 1960. 
A report on preliminary clinica] experience with a drug combination consisting 
of ephedrine sulfate 25 mg, theophylline 130 mg, and hydroxyzine (Atarax) 
10 mg. 


Ishida, Nakao, Mizuno, Hideo, Chiba, Akira, and Nakazima, Shozo: Studies on 
experimental influenza in mice. I. Virus growth and immune response in mice 
when the innoculum was given from three different routes. Tohoku J. Exp. 
Med., 71:137 (Dec.) 1959. 

The greatest amount appears in the lung, no matter how the virus is introduced. 
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Berger, E., and Bauer, R. C.: Demonstration of antibodies to foods by hemagglutina- _ 


7 Berger, E., and Bauer, R.: Passage through the placenta and properties of hemag- 


a Flick, A. L., and Paton, R.: Obstructive emphysema in cigarette smokers. Arch. Int, 


Turek, L. H.: Drug absorption and elimination as guide to rational therapy in 


Fein, B. T., and Park, J. W., III: Diagnosis and treatment of congenital - 
Mengis, Capt. C. L.: Eosinophilic granuloma confined to the lung. Arch. Int. Med. a 


Flatley, F. J.: Rheumatoid pulmonary disease, New England J. Med., oo 


tion. Experimentia, 15:108, 1959 (In German). 
Antibodies to cow’s milk were found in about one half of the sera of twenty- _ 
four children (age not specified) by means of complement fixation test and 
hemagglutination with erythrocytes treated with tannic acid—A.J.W. 


glutinating antibodies against cow’s milk. Medicina experimentalis, 1:37, 1959 
(In German). 
By agglutination of erythrocytes, treated with tannic acid and sensitized with 
antigen, it could be shown that the sera of newborn from mothers that have 
antibodies against cow’s milk in their serum also contain antibody. The anti- 
bodies are directed against milk casein as shown by direct and by inhibition 
test. A preparation made from casein by hydrolysis also produced inhibition. _ ; 
A.J.W. 


Med., 104:518 (Oct.), 1959. 
The material presented here and elsewhere warrants. attention to cigarette — 
smoking as the cause of “idiopathic” obstructive emphysema. 


bronchial asthma. J. Indiana, M. A., 52:1121, 1959. 

With the use of a hydro-alcoholic solution of theophylline, containing 80 mg. 
of theophylline and 3 cc of alcohol in 5 ml, effective blood levels were noted 
in a series of forty asthmatic patients ranging in age from four to sixty-two years. al 
No symptoms of overdosage (such as nausea) are reported, although the patients ; : 
were advised to take the medication undiluted. ‘st 


Jester, W. R., Wright, W. W., and Welch H.: Antibiotics in fluid milk, ae 


& Chemother., 9:397 ( (July), 1959. 
Of 1170 samples tested, 3.7 per cent contained penicillin in concentrations of 
0.006 to 1.22 u./ml. In twenty-four samples there was evidence for the presence 


of other antibiotic agents but the tests for small quantities of these is not on | 

definite. 

anomalies causing bronchial asthma, South. M. J., 52:851 (July), 1959 2 


Angiocardiography has offered a means of visualizing intrathoracic anomalies 
of the great vessels which may masquerade as bronchial asthma. The suspicion 
of such abnormalities should arise particularly if the “asthma” has dated since | 
birth. 


104:582 (Oct.), 1959. 4 
Symptoms ascribed to the disease include nonproductive cough in half of the i 
cases; weight loss, chest pain, and manifestations of diabetes insipidus, each in La 
about a third; dyspnea in a quarter, and also weakness, fatigue, night sweats, 

hemoptysis, skeletal discomfort, and spontaneous pneumothorax. 


(Nov. 26), 1959. 

The clinical features of recurrent pleural effusions, cough, fever and pneumoniti 
associated with recrudescences of joint symptoms are described. Rheumatoid 
pulmonary disease must be considered in the differential diagnosis of se cane —s 
and pulmonary lesions that occur in patients with rheumatoid arthritis. } 


Moyes, E. N., and Kalinowski, S. Z.: Prophylactic chemotherapy in chronic bron- 


chitis, Tubercle, London, 40:112 (April), 1959. 

Of four groups of patients treated with antibiotic agents according to three pro- 
grams of intermittent administration and one continuously with 190 mg of 
tetracycline daily, the fourth group did best. a 


VotumME 19, Fesruary, 1961 


> 
i»! 
—— 
| 
wil 
4 


DRY LIPS?) renew. 


Irritation—Peeling—Cracking ? ABSTRACTS—of articles from 
more than 600 journals 


BIBLIOGRAPHY —800- 1000 


titles in each issue 
ARTICLES—on latest treat- 


ment methods—opsiphylac- 
tic, enapothetic ... 


PROGRESS REVIEWS 


INDEX 


Review of Allergy 
and Applied 
Immunology 


Published Bi-monthly 


Subscription Rate: 


Domestic—$8.00 per year 


- SPECIAL FORMULA Foreign — $9.50 per year 


"The Lipstick Without the Dye" The Review of Allergy and 
Applied Immunology 
Dyes in lipsticks combine with the skin 2642 University Avenue 
of the lips and cause irritation, peeling Saint Paul 14, Minnesota 


or cracking of the lips in sensitive per- 
sons. To avoid lipstick dye irritation, 
prescribe AR-EX Special Formula Lip- 
stick—contains no dyes, lanolin or per- 


Please enter my subscription for 


year(s) beginning with the _— 


fumes—in a wide choice of fashion fresh Pee issue 
shades to please your most meticulous 


patients. FREE REFERENCE ON COS-: I enclose check (money order) for $ 
METIC PROBLEMS: Send for the AR- : 
EX Professional Formulary—showing 
common cosmetic irritants and allergens 
and over 100 references on cosmetic sen- 
sitivity. Write: AR-EX Products Co., 
1036 W. Van Buren St., Chicago 7, III. 


Name 


Street Address. 


ANNALS OF ALLERGY 
ra ae ©, 


4 i 
REVIEW 
eee 
. 
AR-EX 
Xo 
| 
_ + 


